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#!^ALBUMARC® 5% 

jg£ ^ALBUBflN (HUMAN), USP, 5% SOLUTION 

NDC # 

52769-460-25 
52769-450-50 



_ - : 6 bottles per case 
Jf? Vr250mL bottle 
s^jWOmL bottle 

: IrALBUMARC® 25% 
f ALBUMIN (HUMAN), USP, 25% SOLUTION 



" 10 bottles per case 
' 50mL bottle 
lOOmL bottle 



NDC « 

52769-451-05 
52769-451-10 



£|\ * MONARCH™ 

f : ANTIHEMOPHILIC FACTOR {HUMAN) 
y _ t ' Method M 

^Monoclonal Purified 

• . 

. HOW SUPPLIED 
MONARC-M™, is available as single dose bottles. Each 
. bottle is labeled with the potency in International Unite, 
and is packaged together with 10 mL of Sterile Water for 
-Injection, USP, a double-ended needle, and a filter needle 
NDC 62769-460-01 



PANGLOBULIN™ 
; IMMUNE GLOBULIN INTRAVENOUS (HUMAN) 



I* 



■ CAUTION: US Federal law prohibits dispensing wihtout 
1 prescription. 

:!how supplied 

. Immune Globulin Intravenous (Human), Panglobulin™, m 
; available as a white lyophilized powder in 6 and 12 g size 
vials. The only diluents which may be used to reconstitute 
the product are sterile (0.9%) Sodium Chloride Injection 
USP, 6% Dextrose, or Sterile Water. 
■-. Panglqbulin™ (IGIV) is available in individual vial pack- 
ages. 

^ 3. 6 8 Individual vial package NDC 52769-270-76 
gv 4 4 ^B. Individual vial package NDC 62769-270-82 

ml IMMUNE GLOBULIN INTRAVENOUS R 
J SOLVENT/DETERGENT TREATED 

J&£WUMAN) ..... 
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Ife -*ijjj"|" me Globulin Intravenous (Human), Polygam® S/D, is 
^•tjeiWPpHed in 2.5 g, 6 g or 10 g single use bottles: Each bottle 
gffij^r* l™*n3h» Otobulin Intravenous (Human), Polygam® S/D, 
^^^;i,,te ! furnisbed with a suitable volume of Sterile Water for In- 
WfrZ ■ ¥ jection, USP,' a transfer device and an administration set 
£ ri which contains an integral airway and a 15 micron filter. 
j£j..£6f NDC 62769-471-72 
^ t : v6g ''■ NDC 52769-471-76 
p? P'lOg . NDC 52769-471-80 



!> ... Amgen 

AMGEN INC. 
P v - ONE AMGEN CENTER DRIVE 
r^r,: THOUSAND OAKS, CA 91320-1789 

Offset Inquiries to: 

" Customer Services Department 
V<800> 282-6436 
: FAX: (800) 292-6436 
: for Medtcaf Information Contact: 
■'. Professional Services Department 
r (800) 772-6436 
: FAX: 805-376-8550 
. In Emergencies: 
.,,.(800) 772-6436 
K After Hours and Weekends: 
(..^00)772-6436 
' Sales end Ordering: 
* Customer Services Department 
; (800) 282-6436 • 
V FAX: (800) 292-6436 



AM GEN/5 19 



EPOGEN® 
EPOETIN ALFA ,: 
RECOMBINANT • 
For Infection - - 

:.'»■■■' \\c'r:*r Ji:w.::: 
DESCRIPTION 
Erytbi^potetin is a gj^prp'tein/ wU&'jB^ula^.red blootl 
cefl prcrfuctioarit is produced in the kidney and stimulates 
the division and differentiation of committed erytbxoid pro^ 
genitors in the bone marrow. EPOGEN® (Erjoetmalfk), a 
165 amino add g ly co p r ot ein m anufa ct ured by recombinant 
DNA technology, has the same biological effects as endoge- 
nous erythropoietin. 1 It has a molecular weight of 30,400 
daltons and is produced by mammalian cells into which the 
human erythropoietin gene has .been introduced. The prod- 
uct contains the identical ainino acid sequence of isolated 
natural erythropoietin.. „ .. 

EPOGEN® is formulated as a sterile, colorless liquid in an 
isotonic sodium chloride/sodium citrate buffered solution for 
intravenous (IV) or subcutaneous (SC) administration. 
Single-dose, Preservative-free Vial: Each 1 mL of solution 
contains 2000, 3000, 4000 or 10,000 Units of Epoetin alfa, 
2.6 mg Albumin (Human); 6.8 mg sodium citrate, 5.8 mg so- 
dium chloride, and 0.06 mg citric acid in Water for Injection, 
USP (pH 6.9 ± 0.3). This formulation contains no preserva- 
tive. 

Multidose , Preserved Vial: 2 mL (20,000 Units, 10,000 
Units/mL). Each 1 mL of solution contains 10,000 Units of 
Epoetin alfa, 2.5 mg Albumin (Human), 1.3 mg sodium ci 
trate, 8.2 mg sodium chloride, 0.11 mg citric acid, and 1% 
benzyl alcohol as preservative in Water for Injection, USP 
(pH 6.1 ±0.3). 

Multidose, Preserved Vial: 1 mL (20,000 Units/mL). Each 1 
mL of solution contains 20,000 Uni ts of Epoetin alfa, 2.6 mg 
Albumin (Human), 1.3 mg sodium citrate, 8.2 mg sodium 
chloride, 0.11 mg citric acid, and 1% benzyl alcohol as pre- 
servative in Water for Injection, USP (pH 6.1 ± 0.3). 
CLINICAL PHARMACOLOGY 
Chronic Renal Failure Patients 
Endogenous production of erythropoietin is normally regu- 
lated by the level of tissue oxygenation. Hypoxia and ane- 
mia generally increase the production of erythropoietin, 
which in turn stimulates erythropoiesia. 2 In normal sub- 
jects, plasma erythropoietin levels range from 0.01 to 0.03 
Units/mL and increase up to 100- to 1000-fold during hyp- 
oxia or anemia. 24 In contrast, in patients with chronic renal 
failure (CRF), production of erythropoietin is impaired, and 
this erythropoietin deficiency is the primary cause of their 
anemia. 8,4 

Chronic renal failure is the clinical situation in which there 
is a progressive and usually irreversible decline in kidney 
function. Such patients may manifest the sequelae of renal 
dysfunction, including anemia, but do not necessarily re- 
quire regular dialysis. Patients with end-stage renal disease 
(ESRD) are those patients with CRF who require regular 
dialysis or kidney transplantation for survival. 
EPOGEN® has been shown to stimulate erythropoiesis in 
anemic patients with CRF, including both patients on dial- 
ysis and those who do not require regular dialysis.* -13 The 
first evidence of a response to the three times weekly (TTW) 
administration of EPOGEN® is an increase in the reticulo- 
cyte count within 10 days, followed by, increases in the red 
cell count, hemoglobin, and hematocrit, usually within 2 to 
6 weeks. 4 * Because of the length of time required for eryth- 
rop6ieaTfl---eeveraI days forerythroid progenitors to mature 



and be reli 



-eeveral days for erjrthroid progenitors " 

. leased into the circujation-^e cluiically' ~~ 

: ncrease in hematocrit is usually not observed in less than 2 



significant 



weeks and may require up to 6 weeks in some p atients. 
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Once the hematocrit reaches the suggested target range 
(30% to 86%), that level can be sustained by EPOGEN® 
therapy in the absence of iron deficiency and concurrent ill 



The rate of hematocrit increase varies between patients and 
is dependent upon the dose of EPOGEN®, within a thera- 
peutic range of approximately 60 to 300 Units/kg TTW.' A 
greater biologic response is not observed at doses exceeding 
300 Units/kg TTW. Other factors affecting the rate and ex- 
tent of response Include availability of iron stores, the base- 
line hematocrit, and the presence of concurrent medical 
problems. 

ZidovttdJne-treated HIV-infected Patient* 

Responsiveness to EPOGEN® in HIV-infected patients is 
dependent upon the endogenous serum erythropoietin level 
prior to treatment. Patients with endogenous serum eryth- 
ropoietin levels SS600 m Units/mL, and who are receiving a 
dose of zidovudine ^4200 mg/week, may respond to EPO- 
GEN® therapy. Patients with endogenous serum erythro- 
poietin levels >500 mUiuts/mL do not appear to respond to 
EPOGEN® therapy. In a series of four clinical trials involv- 
ing 255 patients, 60% to 80% of HIV-infected patients 
treated with zidovudine had endogenous serum erythropoi- 
etin levels s600 mUnits/mL! 

Response to EPOGEN® in zidovudine-treated HIV-infected 
patients is manifested by reduced transfusion requirements 
and increased hematocrit. 
Cancer Patient* on Chemotherapy 

Anemia in cancer patients may be related to the disease it- 
self or the effect of concomitantly administered chemother- 
apeutic agents. EPOGEN® has been shown to increase he- 
matocrit and decrease transfusion requirements after the 
firet month of therapy (months 2 and 3), in anemic cancer 
patients undergoing chemotherapy. 

A series of clinical trials enrolled 131 anemic cancer pa- 
tients who were. receiving cyclic cisplatin- or non cieplatin- 



containing chemotherapy.: Endogenous thaselifie*>ieTiiim 
eiythropoietin levels varied among patients In these trials 
with approximately 76% <n«83/110) having endogeneous 
serum ervthropc^stin leveU sil32 mUiutoAnlJ&rid *erorox- 
imatcry 4%(nWu6) of patients biviatf : eS&U(ra^rum 
erythropoietin levels >«00 mUnits/mL. ln l g&era£*pat£nta 
with lower, baseline Berum erythropnifitin leveb 
nwre vigorously' to EPOGEN®' than patienti' l 



— -^^..erytbjopoietin levels, 
erythropoietin level can be stir 



would be unlikely to lespontftb EPOGEN® tborapy; treat- 
ment of patients with grossly elevated serum erythropoietin 
levels (eg, >200 mUnits/mL) is not recommended. . 



Intravenously administered EPOGEN® ta eliminated at a 
rate consistent with first order tewticB With a circulating 
half-Ufe rajoging*^ ai>proximately 4 to ISIiours in pa- 
tients with CRF. Within the therapeutic dose range, detect- 
able levels of plasma erythropoietin are maintained for at 
least 24 hours: 7 After SC administration of EPOGEN® to 
patients with CRF, peak serum levels are achieved within 6 
to 24 hours after Bdmiriistratkm and decline slowly thereaf- 
ter. There la no apparent difference in half-life between pa- 
tients not on dialysis whose serum creatinine levels were 
greater than 3, and patients maintained on dialysis. - 
In normal volunteers, the half-life of IV administered EPO- 
GEN® is approximately 20% shorter than the half-life in 
CRF patients. The pharmacokinetics of EPOGEN® have not 
been studied in HIV-infected patients. 

INDICATIONS AND USAGE 

Treatment of Anemia of Chronic Renal Failure Patients 

EPOGEN® is indicated for the treatment of anemia associ- 
ated with CRF, including patients on dialysis (ESRD) and 
patients not on dialysis. EPOGEN® is indicated to elevate 
or maintain the red blood cell level (as manifested by the 
hematocrit or hemoglobin determinations) and to decrease 
the need for transfusions in these patients. 
Non-dialysis patients with symptomatic anemia considered 
for therapy should have a hematocrit less than 30%. . 
EPOGEN® is not intended for patients who require imme- 
diate correction of severe anemia/ EPOGEN® may obviate 
the need for maintenance transfusions but is not a substi- 
tute for emergency transfusion. 

Prior to initiation of therapy, the patient's iron stores should 
be evaluated. Transferrin saturation should be at least 20% 
and ferritin at least 100 ng/mL. Blood pressure should be 
adequately controlled prior to initiation of EPOGEN® ther- 
apy, and must be closely monitored and controlled during 
therapy. 

EPOGEN® should be administered under the guidance of a 
qualified physician (see DOSAGE AND ADMINISTRA- 
TION). 

Treatment of Anemia In Zidovudine-ireated HIV-infected 
Patients 

EPOGEN® is indicated for the treatment of anemia related 
to therapy with zidovudine in HIV-infected patients. EPO- 
GEN® is indicated to elevate or maintain the red blood cell 
level (as manifested by the hematocrit or hemoglobin deter- 
minations) and to decrease the heed for transfusions in 
these patients. EPOGEN® is not indicated for the treat- 
ment of anemia in HTV-infected patients due to other factors 
such' as iron or folate deficiencies; hemolysis Tot gastrointes- 
tinal bleeding, which should be managed appropriately. 
EPOGEN®, at a oose .of Ipb UnitaVk^.TTW, la eifective in 
decreasing the tj^Kwlon requirement Increasing the 
red blooa ceD level of anemic, HTV-'fcfected patients treated 
with zidovudine, when the ' endogenous serum erythropoie- 
tin level is ^500 mUnita/mL and when patients are receiv- 
ing a ^ dose of zidovudine s42M :mg/week. ; ; 
Treatment of Anemia In toncer Patient* on Chemomerspy 
EPOGEN® is indicated for the treatment of anemia in pa- 
tients with non-myeloid malignancies where wwwpi n is due 
to -the effect of concomitantly administered -chemotherapy. 
EPOGEN® is indicated to decrease the need for transfu- 
sions in patients who will be receiving concomitant chemo- 
therapy for a m i nim u m of 2 months. EPOGEN® is not in- 
dicated for the treatment of anemia in cancer patients due 
to other factors such as iron or folate deficiencies, hemolysis 
or gastrointestinal bleeding which should be managed ap- 
propriately. 

Reduction of Allogeneic Blood Transfusion In Surgery fa- 



EPOGEN® is indicated for the treatment of anemic patients 
(hemoglobin >10 to s 13 g/dL) scheduled to undergo elec- 
tive, noncardiac, nonvascular surgery to reduce the need for 
allogeneic blood transfusions. 14 - 16 EPOGEN® is indicated 
for patients at high risk for perioperative transfusions with 
significant, anticipated blood loss. EPOGEN® is not indi- 
cated for anemic patients who are willing to donate autolo- 
gous blood. The safety of the perioperative use of.EPO- 
GEN® has been studied only in patients who are receiving 
anticoagulant prophylaxis. 

CLINICAL EXPERIENCE: RESPONSE TO EPOGEN® 
Chronic Renal Failure Patients 

Response to EPOGEN® was consistent across all studies. In 
the presence of adequate iron stores (see IRON EVALUA- 
TION), the time to reach the target hematocrit is a function 
of the baseline hematocrit and the rate of hematocrit rise. 
The rate of increase in hematocrit is dependent upon the 
dose of EPOGEN® administered and individual patient 

Continued on next page 
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variation. In clinical trials at starting doses of 50 to 150 
Units/kg TIW, patients responded with an average rate of 
hematocrit rise of: 



HEMATOCRIT INCREASE 



STARTING 
DOSE 

(TIWIV) POINTS/DAY POINTS/2 WEEKS 



- 50 Units/kg 
100 Units/kg 
150 Units/kg 



6.11 
0.18 
0.25 



1.5 
2.5 
3.5 



Over this dose range, approximately 95% of all patients re- 
sponded with a clinically significant increase in hematocrit, 
and by the end of approximately 2 months of therapy virtu-, 
ally all patients were transfusion-independent. Changes in 
the quality of life of patients treated with EPOGEN® were 
assessed as part of a Phase 3 clinical trial. 5,8 Once the target 
hematocrit (32% to 38%) was achieved, statistically signifi- 
cant improvements were demonstrated for most quality of 
life parameters measured, including energy and activity 
level, functional ability, sleep and eating behavior, health 
status, satisfaction with health, sex life, well-being, psycho- 
logical effect, life satisfaction, and happiness. Patients, also 
reported improvement in their disease symptoms. They 
showed a statistically significant increase in exercise capac- 
ity (V0 2 max), energy, and strength with a significant reduc- 
tion in aching, dizziness, anxiety, shortness of breath, mus- 
cle weakness, and leg cramps. 8 *" 
Patients on Dialysis 

Thirteen clinical studies were conducted, involving IV ad- 
ministration to a total of 1010 anemic patients on dialysis 
for 986 patient-years of EPOGEN® therapy. In the three 
largest of these clinical trials, the median maintenance dose 
necessary to maintain the hematocrit between 30% to 36% 
was approximately 75 Units/kg TIW. In the US multicenter 
Phase 3 study, approximately 65% of the patients required 
doses of 100 Units/kg TIW, or less, to maintain their hemat- 
ocrit at approximately 35%. Almost 10% of patients re- 
quired a dose of 25 Units/kg, or less, and approximately 10% 
required a dose of more than 200 Units/kg TIW to maintain 
their hematocrit at this level. 

A multicenter unit dose study was also conducted in 119 pa- 
tients receiving peritoneal dialysis who self-administered 
EPOGEN® subcutaneously for approximately 109 patient- 
years of experience. Patients responded to EPOGEN® ad- 
ministered SC in a manner similar to patients receiving IV 
administration. 18 . . 

Patients with CRF Not Requiring Dialysis 
Four clinical trials were conducted in patients with CRF not 
on dialysis involving 181 patients treated with EPOGEN® 
for approximately 67 patient-years of experience. These pa- 
tients responded to EPOGEN® therapy in a manner similar 
to that observed in patietns on dialysis. Patients with CRF 
not on dialysis demonstrated a dose-dependent and sus- 
tained increase in hematocrit when EPOGEN® was admin- 
istered by either an IV or SC route, with similar rates of rise 
of hematocrit when EPOGEN® was administered by either 
route. Moreover, EPOGEN® doses of 75 to 150 Units/kg per 
week have been shown to maintain hematocrits of .36% to 
38% for up to 6 months. Correcting the anemia of progres : 
sive renal failure will allow patients to remain active even 
though their renal function continues to decrease. 19-21 
Zidovudine-treated HIV-infected Patients 
EPOGEN® has been studied in four placebo-controlled tri- 
als enrolling 297 anemic (hematocrit < 30%) HIV-infected 
(AIDS) patients receiving concomitant therapy with zidovu- 
dine (all patients were treated with Epoetin alfa manufac- 
tured by Amgen Inc.). In the subgroup of patients (89/125 
EPOGEN® and 88/130 placebo) with prestudy endogenous 
serum erythropoietin levels ^ 500 mUnits/mL, EPOGEN® 
reduced the mean cumulative number of units of blood 
transfused per patient by approximately 40% as compared 
to the placebo group. 22 Among those patients who required 
transfusions at baseline, 43% of patients treated with EPO- 
GEN® versus 18% of placebo-treated patients were transfu- 
sion-independent during the second and third months of 
therapy. EPOGEN® therapy also resulted in significant in- 
creases in hematocrit in comparison to placebo. When ex- 
amining the results according to the weekly dose of zidovu- 
dine received during month 3 of therapy, there was a statis- 
tically significant (p < 0.003) reduction in transfusion 
requirements in patients treated with EPOGEN® (n = 51) 
compared to placebo treated patients (n = 54) whose mean 
weekly zidovudine dose was s 4200 mg/week. 22 
Approximately 17% of the patients with endogenous serum 
erythropoietin levels 500 mUnits/mL receiving EPO- 
GEN® in doses from 100 to 200 Units/kg TIW achieved a 
hematocrit of 38% without administration of transfusions or 
significant reduction in zidovudine dose. In the subgroup of 
patients whose prestudy endogenous serum erythropoietin 
levels were > 500 mUnits/mL, EPOGEN® therapy did not 
.reduce transfusion requirements or increase hematocrit, 
compared to the corresponding responses in placebo-treated 
patients. In a six month open-label EPOGEN® study, pa- 
tients responded with decreased transfusion requirements 
and sustained increases in hematocrit and hemoglobin with 
doses of EPOGEN® up to 300 Units/kg TIW. 21-2 ' 
Responsiveness to EPOGEN® therapy may be blunted by 
intercurrent infectious/inflammatory episodes and by an in- 
crease in zidovudine dosage. Consequently, the dose of EPO- 
GEN® must be titrated based on these factors to maintain 
the desired erythropoietic response. 
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Cancer Patients on Chemotherapy 

EPOGEN® has been studied in a series of placebo-con- 
trolled, double-blind trials in a total of 131 anemic cancer 
patients. Within this group, 72 patients were treated with 
concomitant non cisplatin-containing chemotherapy regi- 
mens and 59 patients were treated with concomitant cispl- 
atin-containing chemotherapy regimens. Patients were ran- 
domized to EPOGEN® 150 Units/kg or placebo subcutane- 
ously TTW for 12 weeks. 

EPOGEN® therapy was associated with a significantly (p < 
0.008) greater hematocrit response than in the correspond- 
ing placebo-treated patients (see, table). 22 

HEMATOCRIT {%): 
MEAN CHANGE FROM BASELINE TO FINAL VALUE* 

STUDY EPOGEN® PLACEBO 



Chemotherapy 
Cisplatin 



7.6 

6.9 



1.3 
6.6 



* Significantly higher in EPOGEN® patients than in pla- 
cebo patients (p<0.008) 
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In the two types of chemotherapy studies (utilizing an EPO- 
GEN® dose of 150 Units/kg TIW), the mean number of units 
of blood transfused per patient after the first month of ther- 
apy was significantly (p < 0.02) lower in patients treated 
with EPOGEN® (0.71 units in months 2, 3) than in corre- 
sponding placebo-treated patients (1.84 units in months 2, 
3X Moreover, the proportion of patients transfused during 
months 2 and 3 of therapy combined was significantly (p < 
0.03) lower in the patients treated with EPOGEN® than in 
the corresponding placebo-treated patients (22% vs 43%). 22 
Comparable intensity of chemotherapy in the EPOGEN®. 
and placebo groups in the chemotherapy trials was sug- 
gested by a similar area under the neutrophil time curve in 
patients treated with EPOGEN® and placebo-treated pa- 
tients as well as by a similar proportion of patients in 
groups treated with EPOGEN® and placebo-treated groups 
whose absolute neutrophil counts fell below 1000 cells/uL. 
Available evidence suggests that patients with lymphoid 
and solid cancers respond equivalently to EPOGEN® ther- 
apy, and that patients with or without tumor infiltration of 
the bone marrow respond equivalently to EPOGEN® ther- 
apy. 

Surgery Patients 

EPOGEN® has been studied in a placebo-controlled, dou- 
ble-blind trial enrolling 316 patients scheduled for major, 
elective orthopedic hip or knee surgery who were expected 
to require s 2 units of blood and who were not able or will- 
ing to participate in an autologous blood donation program. 
Based on previous studies which demonstrated that pre- 
treatment hemoglobin is a predictor of risk of receiving 
transfusion, 16,24 patients were stratified into one of three 
groups based on their pretreatment hemoglobin . 10 (n = 
2), > 10 to s 13 (n = 96), and > 13 to.£ 15 g/dL (ri = 218)] and 
then randomly assigned to receive 300 Units/kg EPOGEN®, 
100 Units/kg EPOGEN® or placebo by SC injection for 10 
days before surgery, on the day of surgery, and for four days 
after surgery. 14 All patients received oral iron and a low- 
dose post-operative warfarin regimen. 14 
Treatment with EPOGEN® 300 Units/kg significantly (p = 
0.024) reduced, the risk of allogeneic transfusion in patients 
with a pretreatment hemoglobin of > 10 to £ 13 g/dL; 5/31 
(16%) of EPOGEN® 300 Units/kg, 6/26 (23%) of EPOGEN® 
100 Units/kg, and 13/29 (45%). of placebo-treated patients 
were transfused. 14 There was no significant difference in the 
number of patients transfused between EPOGEN® (9% 300 
Units/kg, 6% 100 Units/kg) and placebo (13%) in the > 13 to 
=£.15 g/dL hemoglobin stratum. There were too few patients 
in the ^ 10 g/dL group to determine if EPOGEN® is useful 
in this hemoglobin strata. In the > 10 to s 13 g/dL pretreat- 
ment stratum; the mean number of units transfused per 
EPOGEN® treated patient (0.45 unite blood for 300 Units/ 
kg, 0.42 units blood for 100 Units/kg) was less than the 
mean transfused per placebo-treated patient (1.14 units) 
(overall p = 0.028). In addition, mean hemoglobin, hemato- 
crit and reticulocyte counts increased significantly during 
the presurgery period in patients treated with EPOGEN®!" 
EPOGEN® was also studied in an open-label, parallel- 
group trial enrolling 145 subjects with a pretreatment he- 
moglobin level of a: 10 to s 13 g/dL who were scheduled for 
major orthopedic hip or knee surgery and who were not par- 
ticipating in an autologous program. 16 Subjects were ran- 
domly assigned to receive one of two SC dosing regimens of 
EPOGEN® (600 Units/kg once weekly for three weeks prior 
to surgery and on the day of surgery, or 300 Units/kg once 
daily for 10 days prior to surgery, on the day of surgery and 
for 4 days after surgery). All subjects received oral iron and 
appropriate pharmacologic anticoagulation therapy. . 
From pretreatment to presurgery, the mean increase in he- 
moglobin in the 600 Units/kg weekly group (1.44 g/dL) was 
greater than observed in the 300 Units/kg daily group. 15 
The mean increase in absolute reticulocyte count was 
smaller in the weekly group (0.11 X 10 6 /mm 3 ) compared to 
the daily group (0.17 x 107mm 3 ). Mean hempglobin levels 
were similar for the two treatment groups throughout the 
postsurgical period. 

The erythropoietic response observed in both treatment 
groups resulted in similar transfusion rates 111/69 (16%) in 
the 600 Units/kg weekly group and 14/71 (20%) in the 300 



Units/kg daily group]. 16 The mean number of units. trans- 
fused per subject was approximately 0.3 units in both treat- 
ment groups. 

CONTRAINDICATIONS 

EPOGEN® is contraindicated in patients with: 

1. Uncontrolled hypertension. 

2. Known hypersensitivity to mammalian cell-derived prod- 
ucts. 

3. Known hypersensitivity to Albumin (Human).' 
WARNINGS 
Pediatric Use 

The multidose preserved formulation contains benzyl alco- 
hol. Benzyl alcohol has been reported to be associated with 
an increased incidence of neurological and other complica- 
tions in premature infants which are sometimes fatal. The 
safety and effectiveness of Epoetin alfa in pediatric patients 
have not been established. 
Thrombotic Events and Increased Mortaitrtv 
A randomized, prospective trial of 1265 hemodialysis pa- 
tients with clinically evident cardiac disease (ischemic heart 
disease or congestive heart failure) was conducted in which 
patients were assigned to EPOGEN® treatment targeted to 
a maintenance hematocrit of either 42 ± 3% or 30 ± 3%. 
Increased mortality was observed in 634 patients random- 
ized to a target hematocrit of 42% [221 deaths (35% mortail- 
ity)] compared to 631. patients targeted to remain at a he- 
matocrit of 30% [185 deaths. (29% mortaility)]. The reason 
for the increased mortality observed in these studies is un- 
known, however the incidence of non-fatal myocardial inf- 
arctions (3.1% vs 2.3%), vascular access thromboses (39% vs 
29%), and all other thrombotic events (22% vs 18%) were 
also higher in the group randomized to achieve a hematocrit 
of 42%. 

Increased mortaility was also observed in a randomized pla- 
cebo-controlled study of EPOGEN® in patients who did hot 
have CRF who were undergoing coronary artery bypass sur- 
gery (7 deaths in 126 patients randomized to EPOGEN® 
versus no deaths among 56 patients receiving placebo). 
Four of these deaths occurred during the period of study 
drug administration and all 4 deaths were associated with 
thrombotic events. While the extent of the population af- 
fected is unknown, in patients at risk for thrombosis, the 
anticipated benefits of EPOGEN® treatment should be 
weighed against the potential for increased risks associated 
with therapy. 

Chronic Renal Failure Patients 

Hypertension: Patients with uncontrolled hypertension 
should not be treated with EPOGEN®; blood pressure 
should be controlled adequately before initiation of therapy. 
Up to 80% of patients with CRF have a history of hyperten- 
sion. 25 Although there does not appear to be any direct pres- 
sor effects of EPOGEN®, blood pressure may rise during 
EPOGEN® therapy. During the early phase of treatment 
when the hematocrit is increasing, approximately 25% of 
patients on dialysis may require initiation of, or increases 
in, antihypertensive therapy. Hypertensive encephalopathy 
and seizures have been observed in patients with CRF 
treated with EPOGEN®. 

Special care should be taken to closely monitor and agres- 
sively control blood pressure in patients treated with EPO- 
GEN®. Patients should be advised as to the importance of 
compliance with antihypertensive therapy and dietary re- 
strictions. If blood pressure is difficult to control by initia- 
tion of appropriate measures, the hematocrit may be re- 
duced by decreasing or withholding the dose of EPOGEN®. 
A clinically significant decrease in hematocrit may not be 
observed for several weeks. 

It is recommended that the dose of EPOGEN® be decreased 
if the hematocrit increase exceeds 4 points in any. 2-week 
period , because of the possible association of excessive rate 
of rise of hematocrit with an exacerbation of hypertension. 
In CRF patients, on hemodialysis with clinically evident is- 
chemic heart disease or congestive heart failure, the hemat- 
ocrit should be managed carefully, not to exceed 36% (SEE 
THROMBOTIC EVENTS). 

Seizures: Seizures have occurred in patients with CRF 
participating in EPOGEN® clinical trials. 
In patients on dialysis, there was a higher incidence of sei- 
zures during the first 90 days of therapy (occurring in ap- 
proximately 2.5% of patients) as compared with later time- 
points. 

Given the potential for an increased risk of seizures during 
the first 90 days of therapy, blood pressure and the presence 
of premonitory neurologic symptoms should be monitored 
closely. Patients should be cautioned to avoid potentially 
hazardous activities such as driving or operating heavy ma- 
chinery during this period. 

While the relationship between seizures and the rate of rise 
of hematocrit is uncertain, it is recommended that the dose 
of EPOGEN® be decreas ed if the hematocrit increase ex- 
ceeds 4 points in any 2-week period. 

Thrombotic Events: During hemodialysis, patients treated 
with EPOGEN® may require increased anticoagulation 
with heparin to prevent clotting of the artificial kidney (see 
ADVERSE REACTIONS for more information about throm- 
botic events). 

Other thrombotic events (eg, myocardial infarction, cerebro- 
vascular accident, transient ischemic attack) have occurred 
in clinical trials at an annualized rate of less than 0.04 
events per patient per year of EPOGEN® therapy. . These 
trials were conducted in patients with CRF (whether on di- 
alysis or not) in whom the target hematocrit was 32% to 
40%. However, the risk of thrombotic events, including vas- 
cular access thrombosis, was significantly increased in pa- 
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S^S^SK&JiSS^ 80 m ««we8tiTO heart fail- 
t v^^^^S^t^^ *tth the goal of inching 
ilSwSSS^Sii^?? 88 "«»Pare(I tea target hemat. 
'jshdflld-be monitored &aiO$J('3 -..(j ,i-ni- 

CRP^ie^a; 1^EN®'Uierapy' Wtfrt 
«ace*ationVnyp^^ ae&urtM. and 

PRECAUTIONS .V- Vj : ..- .. 

, ^3S?5r^ , -55^ nWtratto,|! " of ^ biologic produrt 
r should be attended by appropriate precautions in case aflerf 
W ^W^St 1 " t^^^, reactions occur (see OdNfRAiNDI- 
i^SP 1 ?- * *!""cal trials, while, transient rashes were 
JSWWy <*«ryed concurrent^! with EPOGEN® ther- 
,Y. e^^e^o^ .allergic or anaphylactic reactions were r+ 
^ ported (see ADVERSE REACTIONS for more information 
- regarding allergic reactions). 

Thesafetyand efficacy of EPOGEN® therapy have not been 
established *n patients w^th a known history of a seizure 
, S^^^ r . «Merlying hematologic disease (eg 1 , sickle cell 
SSarsr^' 01 ^ 111 ^ 0 ' 8y ° drome ?' or bypercoagulable 

V- ^J^J^^ ^™**> menses have resumed following 
•J -EPOGEK« therapy; the possibility of pregnancy should be 
/ discussed, and the need for contraception evaluated 
Hematology 

Exarerbation of porphyria has been observed rarely in o&- 
■ S^LT CRF ******* with EPOGEN®. However, EPO- 
GEN® has not caused increased urinary excretion of por- 
phyrin metabolites in normal volunteers, even in the pres- 

^^M* ra J >id , J C ? fthropoietic re8 Ponse- Nevertheless, 
fcPOGEN® should be used with caution in patients with 
known porphyria. 
; L fl P^!^if a l 6tudie8 m dogs and ^t8, but not in monkeys, 
EPOGEN® therapy was associated with subclinical bone 
' ™ arr ° w ^„ l L ro818 B<me marrow fibrosis is a known complies 
tion of CRF in humans and may be related to secondary hy- 
perparathyroidism or unknown factors. The incidence of 
bone marrow fibrosis was not increased in a study of pa- 
tients on dialysis who were treated with EPOGEN® for 12 
to 19 months, compared to the incidence of bone marrow fi- 
*"™ 18 ' n * m 5l?5 d ^° U P of patients who had not been 
treated with EPOGEN®. ( 
Hematocrit in CRF patients should be measured twice a 
week; ndovudine-treated HIV-infected and cancer patients 
should have hematocrit measured once a week until hemat 
^S^ S 8 7^" ^o^zed. and measured periodically there 
jj^&l or Diminished Response - 
ffthe parent fails to respond or to maintain a response to 
gieeswithin the recommended dosing range, the following 
etiologies should be considered, and evaluated: 
- 1 : deficiency: Virtually all patients will eventually re 
ltJ 2J{^ 6UP ? ,emeDtaI iron f hera Py IRON EVALUA 

% ynderiying infectious, inflammatory, or majignant pro- 
. ^..ceases. ...... V ' 

i'Jja^y^^ ^.'thalassemia, refrac 

^t*^ T rayelodysplastic disorders) 
i peficiejjciea; Folic . acid or vitamin B12. 



El^OGEN® .therapy absolute or functional iron de- 
may develop. Functional iron deficiency, with nor- 
^.^v^^v*!r bu V ow : t jaM fer na saturation, is pre^ 
^fffim,4ue l to the inability io mobihze iron stores rapidly 
, gao^to aupport increased erythropoiesis. Transferrin sat- 

^ S^fe^ft 1 * 6 at .l^ t ^ 0 * and ferritin should be at 
least 100 ng/mL. 

EJPOGEN® therapy, the paUent's iron 
©V^.^"^ transferrin saturation (serum iron divided 
Dy iron binding capacity) and serium ferritin, should be 
evaluated Virtually all patients will eventually require sup- 
gSS 101 ^ ™ to increase or maintain transferrin satura- 

S^Sfe e H.* l ^S!!i. a i equate1y ^"PP 6 " 1 erythropoiesis 
Pgiulated by EPOGEN®. All surgery patients beinc 
treated with.EPOGEN®ihouId receWe 7de?uate sup 
pleinentetion throughout the course of therapy in order to 
gWPWt erythropoiesis and avoid depletion of iron stores 
D rup Interaction , 

of interaction of EPOGEN® with other drugs 
in. the course of clinical trials. 
*». Mutagenesis,, and Impairment of Fertility 
potential of EPOGEN® has not been evalu- 
r *Jv!*T*^?® do68 ° 0t illducc bacterial gene mutaUon 
r- .-ttH.^W. chromosomal aberrations in mammalian cells 
Wcronudei in mice, or gene, mutation at the HGPRT locus 
to female rats treated IV with EPOGEN®. there was a 
2^i&^? y ^ ncre ased fetal wastage al doses of J00 
and 600 Units/kg. . 
Pregnancy Catenory C . . 

EPOGEN® has been shown to have adverse effocts in rato 
When given in doses 6 times the human dose. There are no 
EwStM^ w f»^ontro]led studios in pregnant women. 
« * should be used during pregnancy only if poten- 

jHM .benefit justifies the. potential risk to the fetus. 
--■^^ ° f \ f6 . mflle ra ts, there were decreases in body 
Weight gain, delayB in appearance of abdominal hair, de- 
jayed eyelid opening, -delayed ossification, and decreases in 
V«W number of caudal vertebrae in the Fl fetuses of the 500 



^^feST^ 1 " fc?^ treated ^OBfe was a trend 

^^f:^ 3 ^^^ *** adverae effect 

5^ateT^6^tiona of the Kv^offin^ring OFl generation) 
!f^f ^ ^'EPOGEN® i d^gefto^ 
U^boh,wrealed x» effect of EPOGEN® at doses of up to 
^' , There were - however, decreases ,in body 
weight gam, delays in appearance of abdominal hair eyelid 
cpenmg^ind decreases in the number of caudal vertebrae in 

EP^VSS* 5 ? Vtd ^ ^"P" ^ were no 

EPCOEN®-relatod effects on the F2 generation fetuses. ■ 
It is not known whether EPOGEN® is excreted in human 
milk. Because many drugs are excreted m human niilk, cau* 
tern should be exercised when EPOGEN® is administered 
to a nursing woniAn. . 
Pediatric Use 

The safely and effectiveness of EPOGEN® in pediatric oa- 
bento have not been established (see WARNINGS) 
ChronJc Renal F*fiur* Pmtfonts . ... 
Patient* wtth CRF Not Requiring Dialysis 
Blood pressure and hematocrit should be monitored no less 
frequently than for patients maintained on dialysis Renal 
function and fluid and electrolyte balance should be closely 
monitored, as an improved sense of well-being may obscure 
the need to initiate dialysis in some patients. . 
Hematology: Sufficient time should be allowed to deter- 
mine a patient's responsiveness to a dosage of EPOGEN® 
before adjusting the dose. Because of the time required for 
erythropoiesis and the red cell half-life, an interval of 2 to 6 
weeks may occur between the time of a dose adjustment 
(initiation, increase, decrease, or discontinuation) and a sig- 
nificant change in hematocrit. . . • . 

In order to avoid reaching the suggested target hematocrit 
T^SS, 01 " exceedin £ suggested target range (hemat- 
ocrit of 30% to 36%), the guidelines for dose andfrequency 
of dose adjustments (see DOSAGE AND ADMINISTRA- 
TION) should be followed. 

For patients who respond to EPOGEN® with a rapid in- 
crease in hematocrit (eg, more than 4 points in any 2-week 
penod), the dose of EPOGEN® should be reduced because of 
the possible association of excessive rate of rise of hemato- 
crit with an exacerbation of hypertension. 
The elevated bleeding time characteristic of CRF decreases 
toward normal after correction of anemia in patients 
treated with EPOGEN®. Reduction of bleeding time also oc- 
curs after correction of anemia by transfusion. 
Laboratory Monitoring: The hematocrit should be deter- 
mined twice a week until it has stabilized in the suggested 
target range and the maintenance dose has been estab- 
lished. After any dose adjustment, the hematocrit should 
also be determined twice weekly for at least 2 to 6 weeks 
until it has been determined that the hematocrit has stabi- 
lized m response to the dose change. The hematocrit should 
then be monitored at regular intervals. 
A complete blood count with differential and platelet count 
should be performed regularly. During clinical trials mod- 
est increases were seen in platelets and white blood cell 
counts. While these changes were statistically significant, 
they were not clinically significant and the values remained 
within normal ranges. 

In Mtiente with CRF, seiW chemistry v^uea tm^udinii 
blood iirea,mtrogen (BUN), uric aci^ creatmine, phospho- 
rus, and potassium] should be monitoi^ jegularjy. During 
clmical tnals in patients on rtalyais.-WSest increases were 
seen^in BUN, creatinine, phosphorus, .anc- potassium In 
^Ti**" 51118 with CRF not 00 dialysis, treated with EPO- 
GEN®, modest Increases in serum uric acid and phosphorus 
were observed. While changes were statistically significant/ 
the values remained within the ranges normally ^ seen in oa- 
tients with CRF. ; ' ' -f *™ , 

Diet: As the hematocrit increases and patients experience 
an improved sense of weD : being and quality of life, the im- 
portance of compliance with dietary and dialysis prescrip- 
tions should be reinforced. In particular, hyperkalemia is 
not uncommon in patients with CRF. In US studies in pa- 
tients on dialysis, hyperkalemia has occurred at an annual- 
!S^™jrS Pr0xima i el)r P 11 e P irod «w per patient-year of 
EPOGEN® therapy, often in association with poor compli- 
ance to medication, diet, and/or dialysis. 
Dialysis Management: Therapy with EPOGEN® results in 
an increase in hematocrit and a decrease in plasma volume 
which could affect dialysis efficiency. In studies to date the 
resulting increase in hematocrit did not appear to adversely 
affect dialyier function* " or the efficiency of high flux he- 
^^I^IVL Durin « hemodialysis, patients treated with 
EPOGEN® may require increased anticoagulation with 
heparin to prevent clotting of the artificial kidney. 
Patients who are marginally dialyzed may require adjust- 
ments in their dialysis prescription. As with all patients on 
dialysis, the serum chemistry values (including BUN cre- 
Qt . 1 ? ,n ^P h08 P n0ru8 ' and potassium) in patients treated 
with EPOGEN® should be monitored regularly to assure 
the adequacy of the dialysis prescription. 
Information for Patients: In those situations in which the 
physician determines that a home dialysis patient can 
safely and effectively self-administer EPOGEN®, the pa- 
tient should be instructed as to the proper dosage and ad- 
ministration. Home dialysis patients should be referred to 
the full Information for Home Dialysis Patients" insert' it 
is not a disclosure of all possible effects. Patients should 'be 
informed of the signs and symptoms of allergic drug reac- 
tion and advised of appropriate actions. If home use is pre- 
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scribed for a home cyah^-patieni;?t^^ 

ted in the unportance of proper! 



thoroughly instructed L, _ ^^^^ OT propeT 

^i Ca ^° D f. agBiDSt *»™*<* n^edleV^geTor 
I immrture-resistant container forX^h> 

P^ofu^e^yring^ 

E?^^* 11 «Wd be disposed ofj^^ng 

to the directions provided by the physiSn™ " ,J *° WUin « 
Renal Function: * In patients with CRF not oh diahrsk to- 
%Lt^l™!t* m *?* ^^'bala^ZuM^ 
oh^T 1 ^ '? ^ fanproved ^ of^U-being may 
obscure the need to initiate dialysis in some patieitTln pa^ 



tienta with c5F^™d^^ 

als m patients with CRF not on dialysis, changes increati- 
nine and creatinine clearance were not significantly differ- 
entm patients treated with EPOGEN®, compared witiTpla 
cebo-treated patients. Analysis of the *fc5?3 IaSJS 
creatinine versus time plots in these patients indicates no 

SSSS^ * - aope ^ iaitiation ' EPO - 

Zutovudine-traated HIV-infected Patients ' 
Hypertension: Exacerbation of hypertension has not been 
observed in udovudine-treated HIV-infected natiente 
treated with EPOGEN®. However. EPOgInF shoiSd £ 
withheld m these patients if preexisting hypertension is 
uncontroUed. and should not be started^uftil Wo^reTurl 
|s controUed. In double-blind studies, a single seizorT^ 
been expenenced by a patient treated with EPOGEN® 22 
Cancer Patients on Chemotherapy 

Hypertension: Hypertension, associated with a significant 
mcrease m b«natocnt. has been noted rarely inpatients 
treated with EPOGEN®. Nevertheless, blood" pressure it 
patients treated with EPOGEN® should be monitored [ cL£ 
ftilly, particularly in patients with an underlying history of 
hypertension or cardiovascular disease ' 

Placebo-controiled trials, 3.2% 
(n=2/63) of patients treated with EPOGEN® and 2.9% (n=2/ 

16% (n-1/63) of patients treated with EPOGEN® occurred 
in the context of a significant increase in blood pressure and 
hematocrit from! baseline values. Howeveii both patients 
treated with EPOGEN® also had underlying CNS patiiol! 
ogy which may have, been related to seizure activity 

2l?rKS V EV ?25\ do . uble - b1 ^ Placebo^ontrolled 
^'•^ (n«2/63) of patients treated, with EPOGEN® 
and n.6% Cn=8/68) of placebo-treated patients hadlSoT 
botic events (eg. pulmonary embolism, cerebrovascular ac- 

Growth Factor. Potential: EPOGEN® is. a^growth factor 
that Primarily stimulates red cell production. However, the 
possibility that EPOGEN® can act as a growth facto; for 
b^exS«r Pe ' PartiCUlarl> ' - m ^ eloid malignancies, cannot 
Surgery patients 

TJirombotic/Vascular Event*: In perioperative clinical tri- 
als with orthopedic natiente. the overall incidence qf throm- 
botic^ascular events was similar in Epoetin alia and place- 
^ST^fSSy? Wh ° ^ d a P^^tinenthemoglobin of 
f 9 i^, Sl ?^fe^P atotowith aheme«lpbin ; of>13g/oX 
tiT^P^M^^^ ° f EP^oalfa, the.possibmty 
wai luryyt.Nw treatmem) may be. associated. with an in- 

In one study in which Epoetin' alfa was apSinistered in'the 
perioperative period to patients undergoju^icionar> artery 
bypass graft surgery, tJbere were seven deaths' in the .group 
treated with Epoetin alfo fc-126) and no deaths inX pla 
cebo-treated group (n=66). Among the seven deathim the 
patients toeated wtthrEpoetin alfa, four were^TthTtini^f 
werapy (between study day 2 and 8). The foir deaths at the 
tune of therapy (3%) were associated with thromboticTvas- 
^'ar events^ A causative role of Epoetin alfa cannot be ex- 
cluded (see WARNINGS). 

Hypertension! Blood pressure may rise in the periopera- 
tive period in patients being treated with EPOGEN® 
Therefore, blood pressure should be monitored carefully. 

ADVERSE REACTIONS _ . 

Chronic Renal Failure Patients , . ( 

EPOGEN® is generally well-tolerated. The adverse events 
reported are frequent sequelae of CRF and are not neces- 
sarily attributable to EPOGEN® therapy. In double-blind 
placebo-controlled studies involving over 300 patients with 
CRF the events^reported in greater than 6% ofjpatiente 
treated with EPOGEN® during the blinded phase were: * 
PERCENT OF PATIENTS REPORTING EVENT ; 

Patients Treated Placebo-Treated ' 
with EPOGEN® Patiente 
Event (" = 200) '(n =135)7/ " 

Hypertension 
Headache 
Arthralgias 
Nausea 
Edema 
Fatigue 
Diarrhea 
Vomiting 
Chest Pain 
Skin Reaction, 
Administration 
Site 



24% 
16% 
11% 



19% 
'12% 
6% 
9% 
10% 
14% 
6% 
5% 
9% 

12% 
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Asthenia 
Dizziness 
Clotted' Access ■ 



•■7%.* 
1%' 



■12% 
2% 



Significant adverse events. of concern in> patients. with jCRF 
treated in doublerblind, placebo^ntroUed.trials occurredtui 
the following percent of patients during the blinded phase of 
the studies: - '» • . ,' s :\ ,.■ '„ ... 



Seizure ■ 
CVA/TIA': 

MI -I':-.: :*.•>-- 

Death 



1.1% 

0:4% 

• 0:4% 

v o% - 



■ 1,-1%'.- 
0.6% 
."1.1% 
' ■ 1.7% • 



In the US'EPOGEN& Studies in patients on dialysis (over 
567 patients),* the ihcfderice (number of events 7 per 'patient- 
year) of the most frequently reported adverse events were 
hypertension (0.75), headache (0 40)] tachycardia; (0:31); 
nausea/vomiting (0:26); clotted vascular access' {0.25) ! , sKort : 
ness of breath ;X044)t ! ^^erkal'emia (0.11), and diarrhea 
(0:ilX*G&er^repdr^dievents wxurred'at a rate bf less than 
0;10 events" per patient peFyeari " J \ ' ; ' 1 

Events "reported . to have wxurred within; 5 several hours of 
administration 'of EPOGEN® were rare/ n^ld/ and tran- 
sient, -and" mcluded injection ^ite stinging in dialysis pa- 
tients v and flu-like t symptoins sucK'as arthralgias and myal- 

In all' studies analyzed to datej^POGEN® administration 
' was generally wet™ierate^im^^ 

'rjainistratiqn.' ' ^' ""."""* " } *,',-. . . ' ' ~ ' ' 

Hypertension: Increases in blo^ pressure have been. re : 
ported hi 'clniicaT.trials, ofiWn ^during the tfrst BO days of 
therapy.' On occasion; Hypertensive encephalopathy and sei-. 
zures have been bpserved inpatients with CRF treated with 
EPOGEN®/ When (lata from 1 all patients in the US Phase 3 
multicehter, tnM'^ere "analyzed, there was 'aE apparent 
trend of more' reports of hypertensive adverse' events" in pa- 

-tien't&'^n 'diajysis ; *with; a faster "fate 'of rise' o^ riematbcrit 
tgifeater than ;4' 'hen^ttocrit^ints^in'. £ny 2r-weeTfc peribd): 
However; in a-Houble-blirid,' jplaceb^^ontxdlled trial, hyper- 
tensive" ad^erSe v CT¥nts°,were not imported at. an increased 
r%t^'^%e;'^up^-t^at^d' with 1 EPOGEN® tl50 'Units/kg 
TlW), relative to the plafcebfr grotip. ■ . ,' ' ' ' 
Seizures^ 'There have been 1 47 seizures in~1010 patients on 
(fialysis'^atea* witlr'EPOGEN® in ( clinical ^trials, witfcT'an 
exposure of 986 patient-years, for a. rate of approximately 
0.04^ r evenfepCT 

r ^a nigger r^^ 90 days of trier 1 

apy'Coccu^rig^ ^,5W of ^atiefits) when 

compared' fo^sul^qu^ht 1 90^3a^ 'p^riiidflV'^rhe baseline inci- 
dence of seizures in the 'untreated dialysis population isr dif- 
ficult to 1 determine- it appears 'to be^in the- range d£*5% to^ 

- io^^ai^y^ 6 *^^^^^^ •?:"*"'■*■ 1 

Thrpmboiifi^Events:^ where -the mainte-~ 

nance ^enVat^t ; 'was; 35 ^^'on^EP^E^^rclo^nf of 
the ' vascujlar 'access' (A-V shunt)' has v occurred at an annual- 
ized j^£e + 6f-aDout d;25 eyents'pe^'*ipatient-yea>; and other 
^femHotic 'eyenta (eg; iny 6caraial| inf&ction, , c^ebrsd - Vas- 
' .^ia^ac^derit^ihiajent 1 ischemic^at^bk, 'nhd' puimoriary 
erm%lisnr) bccnrreli r aVa'rate of 0l04 "eyfents pel: patient-year. 
In a separate study of lllj-untreated' dialysis patients, clot- 
tingjo^tiie vas^ar ^ Recess occurred at a rate of 0.50 events 
per 'pa^nt-^ ; patients on hemodialysis 

WKo also' Jfad 'clinically evident ischemic heart : disease or 
pongestif i he^' f^iiref tKe risk of A-V shunt* thrombosis 



i^llBfcc^ 
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was-higher (39% vs 29%, p-<0.001), and myocardil 
tions'; T Avascular ischemic-events, and venous thrombosis 
were increased, in patients targeted to a hematocrit of 42> ± 
3% compared to those maintained' at 30' -t 3% (see WARN- 
INGS). . ' . •> . ' 
In patients treated with commercial. EPOGEN®, there have 
. been 'rare; reports of serious or unusual -thromboembolic 
events i including migratory ithrombophlebitis, microvascu- 
lar thrombosis, pulmonary embolus, and -thrombosis of the 
retinal artery,- and temporal and renal vein?. A causal rela- 
tionship has hot heen-. established; tv ■ n ■ ?>i> , 
Allergic- Reactions: - There ihave been no reports^ of serious 
allergic'.reactions-.or anaphylaxis ^associated with EPO- 
GEN® . administration - during clinical trials: Skin* rashes 
and urticaria have been observed rarely and- when reported 
have^geheraUy been rnild and transient in. nature:.' 
There Jiave been rare reports of potentially serious allergic 
reactions including urticaria with associated, respiratory 
symptoms or circumpral edema, or urticaria alone. Most-re; 
actions occurred in situations where a. causal relationship 
could not -be established; . Symptoms recurred, with rechal- 
lenge in a few instances, suggesting that, allergic reactivity 
may occasionally be associated with EPOGEN® therapy.. ■ 
There has been no evidence' for development of antibodies to 
erythropoietin' in patients tested to date, including, those re- 
ceiving EPOGEN® for over 4 yearsi* Nevertheless; if an an 1 
aphylactoid reaction occurs^ EPOGEN® should- be' immedi- 
ately discontinued and appropriate therapy initiated.' 
Zidovudine-treated HIV-infected Patients V>\- - . 
Adverse events reported in clinical trials with EPOGEN® in 
zidovudine-treated: HIV-infected patients were consistent 
with the 'progression bf HIV infection ; In doublerblind, pla- 
cebo^donlrolled studies of three-months : duration' invoLVing 
approximately -300 zidovudine-treated -HIV-infected pa- 
tients, adverse events with an incidence of ^ 10% in either 
patients treated with EPOGEN® or placebo-treated pa- 
tients were: * l - ' ""' : 

}S' PERCENT 6f PA™NTS : RBPpRTING E^NT-,/. 

Patiente/^fiatedPlaceb^Treated 
.'■.."... . . with EPOGEN® , Patients. . : i 

Event . , '. .(n= i44> .'^ j(n = 153). ,/ 



Pyrexia ■ , ? 38% : 

Fatigue' v ,. v 'r,25%^ 

Headache • - ( • . , ^ . . . ■ . , ^ ■ . 
(Chough :'; ' v ' 18%. 

Diarrhea ' , . . { 1G%, 

Rash . ' ' i6% 
Congestion, , Respiratory . ■■ . f -■■ 15%, - 

I^ausea * • , ; ■ ' 

■ Shortaess of Breath , . . v . • 14% 

Asthenia. : . ; : ' V. 11%.' 

$Hn Reaction, ; J * . . 

j^edication.Site' : 0 \10% 

Dizziness - ,> 9%, 



'29% . 

"31%; 
14% 
14% 

10% . 
. 12%. ' 

:-i3%. . 

;44%;:; 

"?%- 
"10^ ' 



There were no statisticaUy significant differences between 
treatment' groups in the incidence "of the aobve' events/ : 
In the' 297 patients' studied, EPOGEN(i) was hot associated 
with "significant increses in opportunistic infections or mor- 
tality. ln ; 71 patients 'from this 1 group treated with ElPO- 
: GEN® : at 150 Um£s/fcg.TIW/ serum p24' antigen levels .jEd 
.not appear to increase. 23 PreHrmnaryldata^ ^showed ho en.- 
hancement of HTV repUcatibh in infected cell lines in vitro. 22 
Peripheral white blood cell and platelet counts are uni 
changed followirig EPOGEN® therapy. : : " ; * T j . \\ ? ; 
Alter^C'ReactionB^Two adovudin'e-treated HrV-infected pa- 
tients had urticarial reactions within '48 hours of their first 



' ".r/b^^^^^rP^P^^^T 8 '^^?TING .EVENT. 



' Event'" 



, Patients i". 'Patients ' . * ■ PlacebcH Patients Patients 

T^ated ^ Treated . ■; treeated; . : Treated t Treated, 

with, with '"' . Patien^"" with' '-' v * ''with '•*' 

, EPOjGEN® ' EPOGEN® : . ; ; ^ J EPOGEN® " EPOGEN® 

30D U>kg ^ ; J' 100 U/kg ": . **' V ' 600 ! U/kg 300 Y/kg . 

" J "'(n r =li2) a (n^lOlr (n = 103) a ' 1 ' '(n^ 4 73) E ' ■ . ' ^ = 72)^" 



Pyrexia 

Nausea ; 
Constipation: u 
Skin reaction, 
Medication;siteL c 
Smiting ' ' ■ 
Skin^Pain::- r>> ^ 
Pruritus , . 
Insornnia !; l "' m 
He'adScHe*" ' ' 
Dizziness 
Urinary T^act 
Infection 
Hypertension 
Diarrhea, 
Deep Venous . 
Thrombosis 
Dyspepsia ' 
Anxiety 
Edema _ 
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17% 
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.U%.. 
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1 42% 

:i :"58%. 
■ 1 53%. 

" 29% 1 
*" : 29% 
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: "'22%' 
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* Study including patients undergoing orthopedic surgery treated; with EPOGEN® t>r placebo for 15 days 
b Study including patients undergoing orthopedic surgery treated with EPOGEN® 600 Units/kg weekly X 4 or 300 Units/kg 
daily X 15 • * • ^ ■ . : ■ - • ' ^ :r >■ ' 

t* ^Determined by clinical symptoms . , ■ . . , ■ 

tnfoimatton ! Will be superseded by supplements an"d subsequent editions 



exposure to study medication. One patient was . treated with 
EPOGEN® and one was treated withiplacebo (EPOGEN® 
vehicle alone).. Both patients had positive immediate, skin 
tests against .their study medication with, a negative saline 
control. The basis for this apparent pre-existing hyperseri 7 . 
sitivity to components of-.the EPOGEN®. form illation is un- 
known, but may be related to HTV-induced immunosuppres- 
sion or prior exposure .to" blood prpduijts. ' 1 . ' , . ' \ 
Seizures: In double-blind and " open-label trials of EPO- 
GEN® in zidovudine-treated IW-irtfected** patients, 10 pa- • 
tients have experienced seizures. 22 In- general;' these sei- 
zures appear .to be related to underlying pathology, such as 
meningitis ^or^cerebral neoplasms, not' EPOGEN® therapy. 
Cancer Patients on Chemotherapy _ . ; , . * , ^ , ^ ' 
Adverse experiences report^ .* 
GEN® in" cancer patients' were consistent ,witil the iinderly- Q 
ihg disease state! Indouble-blmd;'placeb<^6hti^ ' f 
of up to' 3 months duratipnAmyqly^ ^ 
adverse Effects "with : an incidence > 10% in either ■ patients j 
treated with EPOGEN® orjjlacebo-treated patients were as 
indicated below: . • •■r.^n^.r.n - ; . ^-.oir^ 

'' PERCENT OF PATtESNTSr r^PORTING EVENT . . 1 " j ^ 



Event 



" Patients Treated 
with EPOGEN® 



PlaceDtHTreated " 
■'■ Patients"" 

;;^;.(n;f.68) 



Pyrexia; ".: ' *' : 
Diarrhea 
Nausea ' t - ' 
Vo rniting ^ 1 
Eiiema; . " 
Asthenia ' ' v 
Fatigue ]~' 1 

: . Shortness of ! 
Breath ; ., 
Pkraslhesia " '* 
Upper' ' j . 1 ',', 
rWspifatory ' 
Section : T 

'Efizzjness' 1 
Trunk P^ni'; 



. 29% 
21% a 

' i7% b 
; '17%' 

' 17% c . 
s 13% ''■ 

:s 'i3%" 



* 5% ' 

'3% d 



^ : > n 32%^ v I 

■ r i5%:': :'.'}< 

. i%- v ^^ 
16%: --■•"■'"■f J 

' '*15%:;. 
" 9% ' 

• , ' i '-.-'' ;6%. ' ' ' 



.: 4%-' ■■ 

.16%.' 



'IMS 1 



' »-p=s0.041,. ■ '., - ; V- ^'-i> ■ : V. ' " ../.-r.j; 

b p=0,069, A-yi$-::\ ■'■ '."• ; r-H 

^p=a0016,.: ■:.:^t :-.v -.r , : v.« : .H*| 

^'p^O-OlZ^.,-. (■ - r - .^..„,. r ':r: .-v,/J 

■ Althougri, sbme^;s^feticidiy , signifi cant diflferences .Vjet^een, J 
patients "oeing ti*eated with EPOGEN®t-' and placejjip-^ 
treated patients were noted, the: oyer,all safety prgfile^oj l 
EPOGEN® appeared to i be .insistent witib., tiie^disease'proF j 
cess. of ^dva^ced'e^cer; rjuririg J doubJe;biind; and^subse^ j 
quent"'opeh4abd|tiier^py in which palients Xn i;72 for t»£a1j 
exposiire, to EPOGEN®) Were *treateil' for ' up to, 32 weelS 1 
with doses' 'as;high. as"'927 T^ta/kg, t^e^adyeH^e^^riehc^ 

' profile of EPOOEN^ was 'consistent witii the'prbgressibn of] 
advanced cancer ■- \ ■ Ar ' ■ ... ■ k ■ . ■ 0 | 
Based on romparable survival date and on the"J)ef ceritage o"f j 
patients treated with EPOGEN® and placer^treatej!pa^| 
tients who discontinued therapy due to 'death, ^ disease proj 1 
gressioh, oi: adverse -experiences (22% '£intl 13%, resp;etf : | 

itively; p *=f JQ.,25), : the clinicai outcome ] mf patientajti«^tedj 
with EPOGEN® and placebo^ti^'aM W] 
be similar. Available data from animal ; tiimor" mc^^ 

. measurement of proliferation of s6hd ^m6r cells' frbm clin- 
ical biopsy specimens in response to^EPO^ 
that EPOGEN® does not potentiate tumor jgrwth, Neve$ ' 

' theless, as a growth factor/ tne' possibility ^rEPOGEN®^ 
may potentiate growth of some tumors, : particulariy myelbw- 
tumora/canhot be exclud 

4' study is currently ongoing 7 tb ^ further evaluatfe' tM;'iMue^ 
The mean peripheral white blood cell count was unchanged' 
foUdwing EPOGEN(§) tiierapy compared to ; the ? cbrrespq'n3| 
ing value in the placebo-treated groups ' . : 

Surgery Patients *'-" r m " \\ YV ■ 7'!^ '.';•'; '; """ "Jj 
Ady ejrSe events with an incidence of 'a 10% are shown in "tiie; 

■ following tabip: ? " 1 '* V ": '> 5 ' ■"" . .. ^'J 
[Siee* teblejatleftl Y. " / : V i'.-'' "' . ..'i? 
Throrribotic/Vascutar Events: In' three doubie : blind, place* 
bb-controlled orthopedic 'surgery' studies, the rate, of deep^ 
venous 'thrombosis (DVT) -'was similar among Epoetin;.ali^J 
and placebo- treated; patients' in the rerammended popula- 
tion of patients with a preti^ atmeh t hembgldbiii' of > lp;i«?»' 
13 g/dL. 14>16,24 However, in : 2 of s'ortlio^e^cBifi^^^ffb^^j; 
the overall rate (all presentment hemoglobin" groups 'conif i 
bined) of DVTs detected by postoperative/ ujfeasbnograph^ 
and/or surveillancV venbjgraphy was higher in. the groujj 
treated with' Epoetin alia than in the placebo-treated group 
(li% Vs-6%). This finding : Was aitartbutable to' the difference 
in DVT rates observed in the subgroup of patients with pre| 
treatment, hemoglobin 4 > '13 ' g/dL. ' However, the incidence 01 
DVTs was'witiiih the range pf that: reported in, the literatiir^ 
for orthopedic surgery patients. ^ ' '[' ' ' > ; ' . , *.*". ' £ 
In : the ortiiopedicrsurgery study of patients with pretxeaV 
ment hemoglobin of >-10 to ^ 13 g/dL which compared tw|; 
dosing regimens (600 Units/kg weekly x r 4 l and 300 Umt&JEg 
daily X 15j; 4 subjects in the 1^0 Units/kg weeMy EPOJ 
GEN® group (5%) and no subjects in the 300 Units/kg daily; 
group hadra thrombotic vascular event 'during the study^^i 
,ribd:>? "■ -V ■ , ' - " : - :> !'^ 
In a study examining the use bf Epoetin alfa in 182 pktienis 
scheduled' for coronary , artery bypass graft surgery 23% <>* 
patients treated witn Epoetin 1 alfa and 29% treated ^witif 
placebo experienced thromboticA^sciilar events. There -werV 
4 deaths among the Epoetin alfa^treated patients that were] 
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udmum .a^unt of EPpGEN&Jlh^t pan fidelf ad 
ired in single or miro^'.'doarajij^ V«f deter- 
mined. Doses of tip to 15w l tJiiita/kg''nW fcr'S 16 4' weeks 
have been administered .without any direct toxic effects of 
EPOGENG itself; 9 n>erapy with EPOGEN® can result in 
polycythemia if the hcxnatocrit-is -not carefully monitored 
and the dose appropriately adjusted. If the suggested target 
range is exceeded, EPOGEN® may be temporarily withheld 
until the hematocrit returnaito the suggested target range; 
EPOGEN® therapy may then be resumed using a lower 
dose (see DOSAGE AND ADMINISTRATION). If polycythe- 
mia is of concern, phlebotomy may be indicated to decrease 
the hematocrit. ■• - ~ f^'" 

DOSAGE AND ADMINISTRATION 1 
Chronic R*nsJ FtJIuro Pmtiont* • 

Starting doses of EPOGEN® over the range of 60 to 100 
Unitsfltg TTW have been shown to be safe and effective in 
increasing hematocrit and eliminating' transfusion depen- 
dency in patients with CRF (see CLINICAL EXPERI- 
ENCE); The dose' of EPOGEN® should be reduced as the 
•hematocrit approaches '36% or increases 'by more than 4 
points in any 2-week period. The dosage of EPOGEN® must 
be individualized -to 'maintain the hematocrit within the 
suggested target range. At the physician's discretion, the 
suggested target hematocrit range may 'be expanded to 
achieve maximal patient benefit. 

EPOGEN® may be given either as an IV or SC injection. In 
patients on hemodialysis, EPOGEN® usually has been ad- 
ministered as an TV bolus TTW. While the administration of 
EPOGEN® is independent of the dialysis procedure, EPO- 
GEN® may be administered into the venous line at the end 
of the dialysis procedure to obviate the need for additional 
venous access. In patients with CRF not on dialysis, EPO- 
GEN® may be given either as an IV or SC injection. 
Patients who have been judged. competent by their physi- 
cians to self-administer EPOGEN® without medical or 
other supervision may give themselves either an IV or SC 
injection. The table below provides general therapeutic 
guidelines for patients with CRF: 



Starting Dose: 
&e<iuce Dose When: 



Increase Dose If: 



Maintenance Dose: 
Suggested Target 
Hct. Range: 



60 to 100 Unita/kg TIW; IV or SC 
. 1, Hct. approaches 36% or, 
2. Hct increases > 4 points in 
any 2-week period 
Hct. does not increase by 6 to 6 
points after 8 weeks of therapy, 
and hct. is below suggested target 



Individually titrate 
30% to 36% 



During therapy, hematological parameters should be moni- 
tored regularly (see LABORATORY MONITORING). 
Pre-therapy Iron Evaluation: Prior to and during EPOGEN® 
therapy, the patient's iron stores, including transferrin sat- 
uration (serum iron divided by iron binding capacity) and 
serum ferritin, should be evaluated. Transferrin saturation 
should be at least 20%, and ferritin should be at least 100 
ng/mL. Virtually all patients will eventually require eupple- 
. mental iron to increase or maintain transferrin saturation 
to levels that will adequately support erythropoiesU stimu- 
lated by EPOGEN® . ;\ : ; 

Dos* Adjustment: Following EPOGEN® therapy, a period 
of time is required for erythroid progenitors to mature and 
be released into circulation resulting in an eventual in- 
crease in hematocrit! Additionally, red blood cell survival 
time affects hematocrit and may vary due to uremia. As a 
result, the time required to elicit a clinically significant 
change in hematocrit (increase or decrease) following any 
dose adjustment may be 2 to 6 weeks. ' 1 * 
Dose adjustment should not be made more frequently than 
once a month, unless clinically indicated. After any dose ad- 
justment, the hematocrit should be determined twice 
weekly for at least 2 to 6 weeks (see LABORATORY MON- 
ITORING). 

• If the hematocrit ts increasing and approaching 36%, the 
dose should be reduced to maintain the. suggested target 

, ' hematocrit range. If the reduced dose does not stop the 
rise in hematocrit, and it exceeds 36%, doses should be 

." temporarily withheld until tiie v hematocrit begins to de- 
crease, at which point therapy should be reinitiated at a 
lower dose. 

• At any time, if the hematocrit increases by more than 4 
points in a 2-week period, the dose should be immediately 
decreased. After the dose reduction, the hematocrit 
should be monitored twice weekly for 2 to 6 weeks, and 
further dose adjustments should be made as outlined in 
MAINTENANCE DOSE. r / 

• If a hematocrit increase of 6. to 6 points is not achieved 
after an 6-week period and iron stores are adequate (see 
DELAYED OR DIMINISHED RESPONSE), the dose of 
EPOGEN® may be incrementally increased. Further in- 
creases may be made at 4 to 6 week intervals until the 
desired response is attained. 

Maintenance Dose: The maintenance dose must be individ- 
ualized for each patient on dialysis. In the US Phase 3 mul- 
ticenter trial in patients on hemodialysis, the median main- 
tenance dose was 76 Units/kg TTW, with a range from 12.6 
to 626 Units/kg TIW; Almost 10% of the patients, required a 
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their hematocrit in the suggested' target rapge: Vwi Ivano* 

If tlie heniatocxft^iqpja^ 

*es*edjto>g«Vr^ 

ftbejtriinpfer^ 2^,HBuppfenjental* 
jrpA«hould.beJttjrt saturation^ 
^reater.than Sp^^dpeeyP*^ ■ 
Such.doee ; ir«reo^^hca^,pxrt^ fipoquently 
.than once a jnonth, unless jchrucally, indicated,, 
spouse time, of the. hematocrit to,o do^.Wrea^ can be 2 to 
£ weeka. Hematocrit should be measured twice weekly for 2 
to 6 weeks ^Uqwing doae. increases. In .patients withjCRF 
not . on dialysis, the maintenance^ dose must also he individ.- - 
ualized. EPOGEN® doses of 75 to 150 Units/kg per week 
have been shown to maintain hematocrits, of 36% to 38% for 
up to6 months."" ' " 1 '' 

Delayed or Diminished Response:' Over $5% of patients 
with CRF responded with clinically significant increases in 
hematocrit; 1 and virtually all patients 'were transfusion- 
independent within approximately 2 months of initiation of 
EPOGEN® therapy.'" ; V- ■ : < :. "'^/ > ;■" ■ ' 
If a patient fails to respond or maintain a response, other 
etiologies should be considered and evaluated as clinically 
Indicated (see* PRECAUTIONS for discussion of delayed or 
diminahed response). ** ,: * ' 

Ztdowdin+troatod HJV-infoetsd Patients 
Prior to beginning EPOGEN®, it is recommended that the 
endogenous serum erythropoietin level be determined (prior 
to transfusion). Available evidence suggests that patients 
receiving zidovudine with endogenous serum erythropoietin 
levels > 600 mUnita/mL are unlikely to respond to therapy 
with EPOGEN®. 

Starting Dose: For patients with serum erythropoietin lev- 
els s 60tfmUnitaAnL who are receiving a dose of zidovudine 
s 4200 mg/week, the recommended starting dose of EPO- 
GEN® is 100 Units/kg as an IV or SC injection TTW for 8 
weeka. - '-■ ' ■■ 

Increase Dose: During the dose adjustment phase of ther- 
apy, the hematocrit should, be monitored weekly. If the re- 
sponse is not satisfactory in terms of reducing transfusion 
requirements or increasing hematocrit after 8 weeks of 
therapy, the dose of EPOGEN® can be increased by 60 to 
100 Unita/kg TTW. Response should be evaluated every 4 to 
6 weeks thereafter and the dose adjusted accordingly by 60 
to 100 Units/kg increments TTW. If patients have not re- 
sponded satisfactorily to an EPOGEN® dose of 300 Units/kg 
TIW, it is unlikely that they will respond to higher doses of 
EPOGEN®. 

Maintenance Doss: After attainment of the desired re- 
sponse (ie, reduced transfusion requirements or increased 
hematocrit), the dose of EPOGEN® should be titrated to 
maintain the response based on factors such as variations in 
zidovudine dose and the presence of intercurrent infectious 
or inflammatory episodes. If the hematocrit exceeds 40%, 
the dose should be discontinued until the hematocrit drops 
to 36%. The dose should be reduced by 25% when treatment 
is resumed and then titrated to maintain the desired hemat- 
ocrit , ' ', ! . 
Cancer Patients on Chemotherapy " j 
Baseline endogenous serum erythropoietin levels varied 
among patients in these trials with approximately .75% (n «= 
83/110) having endogenous , serum erythropoietin levels < 
132 mUnita/mL; and approximately 4% (n * 4/110) of pa- 
tients having endogenous serum erythropoietin levels > 500 
mUnits/mL. In general, patiente'vHth lower baseline serum 
erythropoietin levels responded more vigorously to EPO- 
GEN® than patients with higher erythropoietin levels. Al- 
though no specific serum erythropoietin level can be stipu- 
lated above which patienta would be unlikely to^ respond to 
EPOGEN® therapy, treatment of patients' with grossly ele- 
vated serum erythropoietin levels (eg. > 200 mUnita/mL) is 
not recommended. The hematocrit should be monitored on a 
weekly basis in patients receiving EPOGEN® therapy until 
hematocrit becomes stable. . '. •.i-:* -.- 
Starting Doss: The recommended starting dose of EPO- 
GEN® is 160 Units/ kg SC TTW, - : ■ ' : '. . ; r 
Dose Adjustment: If the response is not satisfactory in 
terms of reducing transfusion requirements or increasing 
hematocrit after 8 weeks of therapy, the dose of EPOGEN® 
can be increased up to 300 Unita/kg TTW. If patients have 
not responded satisfactorily to an EPOGEN® dose of 300 
Unita/kg TTW, it is unlikely that they will respond to higher 
doses of EPOGEN®. If the hematocrit exceeds 40%, the dose 
of EPOGEN®. should be withheld until the hematocrit falls 
to 86%. The dose of EPOGEN® should be reduced by 25% 
when treatment is resumed and titrated to maintain the de- 
sired hematocrit. If the initial dose of EPOGEN® includes a 
very, rapid hematocrit response (eg, an increase of more 
than 4 percentage points in any 2-week period), the dose of 
EPOGEN® should be reduced. 
Surgery Patiants ; r. 

Prior to initiating treatment with EPOGEN® a hemoglobin 
should be obtained to establish that it is > 10 to s 13 g/dL." 
The. recommended dose of EPOGEN® is 300 Units/kg/day 
subcutaneoualy for 10 days before surgery, on the day of sur- 
gery, and for 4 days after surgery. 

An alternate dose schedule is 600 Unita/kg EPOGEN® sub-, 
cotaneously In once weekly doses (21, 14, and 7 days before 
surgery) plus a fourth dose on the, day of aurgery. . 
All patienta should receive adequate iron supplementation. 
Iron supplementation should be initiated no later than the 
beginning of treatment with EPOGEN® and should con- 
tinue throughout the course of therapy. 
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n<^ . shake. ^t is t . not necessary Hto.jthake EPOGEN®. 
^"Yjgbrous^Bha^^ aiiygrycpprd- 

^H^o^c^^acii^; ;.- 

— odjirta should oe mspeded visujajly for 

„ , f . r - v tipA qis^i^ti^.pnor ^ladm^ivstra- 

S'TOSj^lijU* ^fltfnHyy pj^tuiaWjinatter or 
. -, ( discoloration. 7 . / J *)' . . -! ;;' ; '■ 

3. Using aspe^"4iechniques; attach a'sierde needleCp a ster- 
He syringe, t^move the flip top from the vial containing 
EPOGEN®, endjwipe'the septum with' a d^infectant. In- 

.jsert the needle mto- the vial, and withdraw. into the By- 
' 'ringe an appropriate volume of solution. 

4. Slngte-dose 1 mL vial contains no preservative. Use one 
.;. dose, per .vial; do -not. re-enter the vial. Discard unused 

. portions. "j.J 

' .' Muttidoso ,. 1 . inL and 2 mL vials contain , preservative. 

.Store at 2* to 8*C after initial entry and between doses. 
. Discard 2 1 flays after initial entry!' 

5. Do not 'dilute or administer in conjunction with other 
, .drug solutions. However,' at the time of SC administra- 
tion,' preservative-free EPOGEN® from single-use vials 
may be admixed in a syringe with bacteriostatic 0.9% so- 
dium chloride injection, USP, with benzyl alcohol 0.9% 
(bacteriostatic saline) at a 1:1 ratio using aseptic. tech- 
nique. The benzyl alcohol in the bacteriostatic saline acts 
as a local anesthetic which may amerliorate SC injection 
site discomfort. Admixing is not necessary when using 
the multidose vials of EPOGEN® containing benzyl alco- 
hol. . 

HOW SUPPLIED 

EPOGEN®, containing Epoetin alfa, is available in the fol- 
lowing packages: ' 

1 mL Single-dose, Prsssrvattve-free Solution 

2000 Units/mL (NDC 55513-126-10) 
3000 Units/mL <NDC 55513-267-10) 
4000 Units/mL (NDC 65513-148-10) 
10,000 Units/mL (NDC 55513-144-10) 
Supplied in cartons containing 10 single-dose vials. 

2 mL Murtidose, Preserved Solution 

10,000 Units/mL (NDC 55513-283-10) 
1 mL Muhldose, Preserved Solution 
• 20,000 Units/mL (NDC 55513-478-10) 
Supplied tn cartons containing 10 multidose vials. 

STORAGE 

Store at 2" to 8*C (36* to 46"F). Do not freeze or shake. 
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EPOGENWEpoetin atfa) 
Information for Homo Diary*!* Patients 
AMGEN® 
EPOGEN® 

(RECWIBINAfrr EI*Of^N ALFA) * . 

What b EPOGEN® and how does ft work? 

EPOGEN® is a copy of human erythropoietin, "a hormone 
produced primarily by healthy kidneys. EPOGEN® replaces 
the erythropoietin that' the failed kidneys can no longer pro- 
duce! and signals the bone marrow to -make the oxygen- 
carrying red blood cells once again. EPOGEN® is produced 
in mammalian cells that have been genetically altered by 
the addition of gene for the natural substance erythropoie- 
tin. 

How should I take EPOGEN®? 

In those situations where your doctor has determined that 
you, as "a home dialysis patient, can self-administer EPO- 
GEN®, you will receive instruction on how much EPO- 
GEN® to use, how to inject it, how often you should inject it, 
and how you should dispose of the unused portions of each 
vial. 

You will be instructed to monitor your blood pressure care- 
fully everyday and to report any changes outside of the 
guidelines that your doctor has given you. When the num- 
ber of red blood cells increases, your blood pressure can also 
increase, so your doctor may prescribe some new or addi- 
tional blood pressure medication. Be sure to follow your doc- 
tort orders. You may also be instructed to have certain lab- 
oratory tests, Buch as additional hematocrit or iron level 
measurements, done more frequently. You may be asked to 
report these tests to your doctor or dialysis center. Also, 
your doctor may prescribe additional iron for you to take. Be 
sure to comply with your doctor's orders.-' 
Continue to check your access, as your doctor or nurse has 
shown you, to make sure it is working. Be sure to let your 
health care professional know right away if there is a prob- 
lem. 

Allergy to EPOGEN® 

Patients occasionally experience redness, swelling, or itch- 
ing at the site of injection of EPOGEN®. This may indicate 
an allergy to the components of EPOGEN®, or it may indi- 
cate a local reaction. If you have a local reaction, consult 
your doctor. A potentially more serious reaction would be a 
generalized allergy to EPOGEN®, which could cause a rash 
over the whole body, shortness of breath,, wheeling, reduc- 
tion in blood pressure, fast pulse, or sweating. Severe cases 
of generalized allergy may be life-threatening. If you think 



yortarelmymg a g on e rp li n xi alkrgic. 
£POG£N®iSd noti#>5dpfctor)or :emejgeney 
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in 'hematocrit <the amount^f red 'blood cells in *heUooa) 
ihatnaruKs- ^'EPC<^® tt^a^ 1 ^ Hse ill' hemattH 
erit'is n&t'lmm0diate,4t' umtaTrf takes about 2'to 6. weeks 
before the hematocrit' starts to' rise. The amount of time ft 
takes', and the dose" of EPOGEN® that is needed, to make 
the hematot^ increase, varies-from 1 patient to patient; - 
What Is the most Important Informafldh i shouW know 
•bout EPOGEN® and CHRONIC HENAL FAILURE? 
EPOGEN® has been prescribed for youfby your doctor be- 
cause you; f; 1 ,,J *- \. ; ( . . , .. . 

1. Have' anemia due to your kidney disease. ; .. . 

2. Areabletodialy«»atJbpme.. ti/ u . v . ; . v .... 

3. Have been determined to be able to administer EPO- 
GEN® without direct medical or other supervision. , 

A lack of energy or feeling of tiredness is the major symptom 
of anemia. Additional symptoms include shortness of 
breath, chest pain, and feeling cold all the time. The reason 
for these symptoms is that there is a, lack of red blood cells. 
Red blood cells carry oxygen, which is important for. all of 
the body's functions. When there are fewer red Wood cells, 
the body does not get all the oxygen it needs.. . .... • . ,.. . 

Kidneys remove toxins -from the blood; they also measure 
the amount of oxygen in the blood. If there is not enough 
oxygen, the kidneys will produce a hormone called erythro- 
poietin. Erythropoietin is released into the bloodstream and 
travels to the bone marrow where red blood cells are made. 
Erythropoietin signals the bone marrow to make more oxy- 
gen-carrying red blood cells. 

As the kidneys fail,, they stop cleansing toxins from your 
body. They also make less erythropoietin than they should. 
Therefore, the bone marrow does not receive a. strong- 
enough signal to make the oxygen-carrying red blood cells. 
Fewer red blood cells are produced so the muscles, brain, 
and other parts of the body do not get the oxygen they need 
to function properly. 

Most patients treated with EPOGEN® no longer need blood 
transfusions. However, certain medical conditions, or unex- 
pected blood loss, may result in the need for a transfusion. 
What do I need to know If I am giving mysetf EPOGEN® 
Injections? 

When you receive your EPOGEN® from the dialysis center, 
doctors office or home dialysis supplier, always check to see 
that: 

1. The name EPOGEN® appears on the carton and vial la- 
bel. 

2. You will be able to use EPOGEN® before the expiration 
date stamped on the package. 

The EPOGEN® solution in the vial should always be clear 
and colorless. Do not use EPOGEN® if the contents of the 
vial appear discolored or cloudy, or if the vial appears to con- 
tain lumps, flakes, or particles. In addition, if the vial has 
been shaken vigorously, the solution may appear to be 
frothy and should not be used. Therefore, care should be 
taken not to shake the EPOGEN® vial vigorously before 

use. .. ' .= .•;*. -,::- 

Single Use Viala-S ..." ; "'*' " .V ;l r. . 

If you have been prescribed EPOGEN® vials for single 
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"1. Wash'yofir ha^'thoiouglity'wfth soap and water be- . 



your vial will have a capital rS" with a number next to it 
identifying the concentration, of EPOGEN® inifce.vial, 
printed in a colored dot on the front left side of the label (for 
example, ^$2* identifies a single use v^al with 2000 Units/ 
mL). Single use means the vial cannot be used more than 
once, and any unused portion of the vial should be discarded 
as directed by your.fioctor or dialysis center ; , t .. 
MuWdose Use vlab-M - - - 

If you have been prescribed EPOGEN® Multidose vials, 
your vial will have a capital "M" with a number under it 
identifying the concentration of EPOGEN® in the vial, 
printed in a colored dot on the front left side of the label (for 
example, "M10" identifies a Multidose vial with 10,000 
Units/mL). Multidose EPOGEN® can be used to inject mul- 
tiple doses as prescribed by your doctor, and may be stored 
in the refrigerator (but not the freezing compartment) be- 
tween doses for up to 21 days. Follow your doctor's or dial- 
ysis centers instructions on what to do with the used vials. 
How should I store EPOGEN®? 

EPOGEN® should be stored in the refrigerator, but not in 
the freezing compartment. Do not let the vial freeze and do 
not leave it in direct sunlight. Do not use a vial of EPO- 
GEN® that has been frozen or after the expiration date that 
is stamped on the label. If you have any questions about the 
safety of a vial of EPOGEN® that haB been subjected to 
temperature extremes, be sure to check with your dialysis 
unit staff. 

Always use the correct syringe 

Your doctor has instructed you on how to give yourself the 
correct dosage, of EPOGEN®. This dosage will usually be 
measured in UnitB per milliliter or CCs. It (s important to 
use a syringe that is marked in tenths of milliliters (for ex- 
srople, 0.2 mL or CC). Failure to use the proper syringe can 
lead to a mistake in dosage, and you may receive too much 
or too little EPOGEN®. Too little EPOGEN® may not be 
effective in increasing your hematocrit, and too much EPO- 
GEN® may lead to a hematocrit that is too high. Only use 
disposable syringes and needles as they do not require ster- 
ilization; they should be used once and disposed of as in- 
structed by your doctor. 




. 2. Check the date on the EPOGEN® vial to be sure that 
. the drug has not expired. ■.«■•.• 

3. Remove the vial of EPOGEN® from the refrigerator and 
allow it to reach room temperature. Unless you are us- 
ing a Multidose vial, each EPOGEN® vial is designed to 
be used only once. It is not necessary to shake EPO- 
GEN®. Prolonged vigorous shaking , may damage the 
product Assemble the other supplies you will need for 
your injection. 




4. Hemodialysis patients should wipe off the venous port 
of the hemodialysis tubing with sn antiseptic swab. 
Peritonea] dialysiB patients should cleanse the skin 
with an antiseptic swab where the injection is to be 
made. ,; . 




6: Flip off the red protective cap but . do hot remove the ^ 
gray rubber stopper. Wipe the top of the gray rubber 
stopper with ah antiseptic swab. . 




6. Using a syringe and needle designed for subcutaneous 
injection, draw air into the syringe by pulling back on 
• the plunger. The amount of air should be equal to your 
EPOGEN® dose. " ' " , 




7. Carefully remove the needle cover. Put the needle 
through the gray rubber stopper of the EPOGEN® vial. 
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>" annrlly.^WKlrown.into ithe syringe. {e^V^:-;^ 



$-ttfusi'..-a.: 




.?9.: Turn the vial and syringe upside down in one hand. Be 
sure the tip of the needle is inthe EPOGEN® solution. 
.... Your other hand will he free, to move the plunger. Draw 
r.'. *v p!**"**? slowly to, draw the correct dose of 

>■ EPOGEN® into the syringe. - 




10. Check for air bubbles. The air is harmless, hut too large 
an air bubble will reduce the EPOGEN® dose. To re- 
move air bubbles, gently tap the syringe to move the air 
bubbles to the top of the syringe, , then use the plunger 
to push the solution and the air back into the vial. Then 
remeasure your correct dose of EPOGEN®. 

11. Double check your dose. Remove the needle from the 
" yial. Do not lay the syringe down or allow the needle to 

touch anything. 

INJECTING THE DOSE 

Patients on home hemodialysis using the intravenous In- 
fection route: 

1: Insert the needle of the syringe into the previously 
cleansed venous port and inject the EPOGEN®. 




ESS; 



2.Jteinove,the svringe.ahd dispose of the whole imit. Use 
^ the disposable syringe only once. Dispose of syringes and 
_.; .needles as directed by your doctor, by following these sim- 
ple steps: ."*...- 

* Place all used needles and syringes in a hard plastic 
X ;*°. ntainer a 8Cp ew-<>»-«ap, or a metal container 
r /vu with a 'plastic lid, such as a coffee can properly labeled 

, J .r ; :;as to content. If a metal container is used, cut a small 
j', . - hole in the plastic lid and tape the lid to the metal oon- 
: tainer. If a hard-plastic container is used, always screw 
.... the cap on tightly after each use. When the container is 
nt u Ball, tape around the cap or lid, and dispose of according 
<vv>-to your doctor's instructions. ... 
hi Do not use glass or clear plastic containers, or any con- 
; tainer that will be recycled or returned to a store. 

• Always store the container out of the reach of children. 
..^•.Please check with your doctor, nurse, or pharmacist for 
.,!* ii ? ther suggestions. There may be special state and local 
inlaws that they will discuss with you. 

Patient* on home peritoneal dialysis or home hemodialysis 
using the subcutaneous route: 

** ne nand « stabilize the previously cleansed skin by 
' ' t spreading it or by pinching up a large area with your free 




2. Hold the syringe with the other hand, as you would a pen- 
cil. Double check that the correct amount of EPOGEN® i B 
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^inthe syringe: Insert t^JMle^atraigh^,^^^™^^ 
.degrpeiangle). >f*ull ;tha i plunger : back) BUghtJy;,If -bipod' 
comes into the syringe, do not inject EPOGEN®.. as the 
Jf . needle, has, entered a bloodvessel; witlioWj^syrmF 
.. n and.inject at a d^erent.site, JbAjeci tbVEPTCEN®bi 




3. Hold an antiseptic swab near the needle and pull the nee- 
dle straight out of the skin. Press the antiseptic swab 
over the injection site for several seconds. * ' • 

4. Use the disposable syringe only once. Dispose of syrin- 
ges and needles as directed by your doctor, by following 
these simple steps: 

•Place all used needles and syringes in a hard plastic 
container with a screw-on-cap, or a - metal container 
with a plastic lid, such as a coffee can properly labeled 
as to content If a metal container is used, cut a small 
hole in the plastic lid and tape the lid to the metal con- 
tainer. If a hard-plastic container is used, always screw 
the cap on tightly after. each use. When the container is 
full, taper around the cap or lid, and dispose of accord- 
ing to your doctor's instructions. 

• Do not use glass or clear plastic containers, or any con- 
tainer that will be recycled or returned to a store. 

• Always store the container out of the reach of children. 

• Please check with your doctor, nurse, or pharmacist for 
other suggestions. There may be special state and local 
laws that they will discuss with you. 

6. Always change the site for each injection as directed. Oc- 
cassionally a problem may develop at the injection site. If 
you notice a lump, swelling, or bruising that doesn't go 
away, contact your doctor. Vou may wish to record the site 
just used so that you can keep track. 




USAGE IN PREGNANCY 

If you are pregnant or nursing a baby, consult your doctor 
before using EPOGEN®. 

IMPORTANT NOTES 1 ' 

Since you are a home dialysis patient and your doctor allows 

you to self-administer EPOGEN®, please note the following: 

1. Always follow the instructions of your doctor concerning 
the dosage and administration of EPOGEN®,' Do not 
change the dose or instructions for administration of 
EPOGEN® without consulting your doctor. 

2. Your doctor will tell you what to do if you miss a dose of 
EPOGEN®. Always keep a spare syringe and needle on 
hand. 

3. Always consult your doctor if you notice anything un- 
usual about your condition or your use of EPOGEN®. 
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INFERGEN® 
(Interferon atfecon-1) 



DESCRIPTION 



Interferon alfacon-1 is a recombinant non-naturally occur- 
ring type-I interferon. The 166-amino acid sequence of In- 
terferon alfacon-1 was derived by scanning the sequences of 
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of the amino acidj)osition8. .mterferon Alfacon-1 fa produced 
in Escherichia coU AE toli) celld ihat have been genetically 
altered by insertion of a synflieticiiIly.constnicted sequence 
that' codes for Interferon alfacdb-l.iPrioT to final purifica- 
tion, Interferon aHacdn-1 is allowed to^iidize 'to its native 
state, anUite'fiital purity is achieved by sequential passage 
over a series of chromatography columns. This protein has a 
moleajlar we^t of 19;4S4 dattbns. Infergen® is the Amgen 
Inc. t^dema& 'f^rTnte^ ' - ' ■ ■ 

Infergen is a Bteirile, clear, colorless; preservative-free liquid 
fiimuIa^.wxIlhlM'ii^'s^um chloride and 25 mM so- 
dium phosphate at pH. 7' p. i 0^. The 'product is available in 
einglew vials and prefilled syringes containing 9 meg and 
1.5 meg Interferon alfacon-1 at a fill volume of 0.3 mL and 
0,5 mL, respectively. Infergen vials and prefilled syringes 
contain 0.03 mg/mL of Interferon alfacon-1, 5^ mg/mL so- 
dium chloride, and 3.8 mg/mL sodium phosphate in Water 
for Injection, USP. The Infergen SingleJect™ prefilled sy- 
ringe has a glass barrel and a 26 gauge, 678 inch needle. 
Infergen is to be administered undiluted by subcutaneous 
(SC) injection. 

Formulation^ filling, and packaging operations for Infergen 
are performed by Amgen Puerto Rico, a wholly-Owned sub- 
sidiary of Amgen Inc. ' t 

CLINICAL PHARMACOLOGY 
General 



Interferons are a family of naturally occurring, small pro- 
tein molecules with molecular weights of 15,000 to 21,000 
daltons that are produced and secreted by cells in response 
to viral infections or to various synthetic and biological in- 
ducers. Two major classes of interferons have been identi- 
fied (ie, type-J and type-II). Type-I interferons include a 
family of more than 25 interferon alphas as well as inter- 
feron beta and interferon omega. While all alpha interferons 
have similar biological effects, not all the activities are 
shared by each alpha interferon and, in many cases, the ex- 
tent of activity varies substantially for each interferon sub- 
type. 

All type-I interferons share common biological activities 
generated by binding of interferon to the cell surface recep- 
tor, leading to the production of several interferon -stimu- 
lated gene products. Type-I interferons induce pleiotropic 
biologic responses which include antiviral, antiproliferative 
and immunomodulatory effects, regulation of cell surface 
major histocompatibility antigen (HLA class I and class II) 
expression and regulation of cytokine expression. Examples 
of interferon-atimulated gene products include 2'6' oligoad- 
enylate synthetase (2'6'. OAS) and 3-2 microglobulin. 
The antiviral, antiproliferative, NK cell activation, and 
gene-induction activities of Infergen have been compared 
with other re<xmibinant alfa interferons in in vitro assays 
and have demonstrated similar ranges of activity. Infergen 
exhibited at least five times higher specific activity in vitro 
than Interferon alfa-2a and Interferon aha-2b. a Comparison 
of Infergen with a WHO international potency standard for 
recombinant interferon alfa (83/514) revealed that the spe- 
cific activity of Infergen in, both an in vitro antiviral cyto- 
pathic effect assay and an antiproliferative assay was 1 x 
10 U/mg, However, correlation between in vitro activity 
and clinical activity, of any interferon is unknown., 
Pharmecoktnetics and Pharmacodynamics 



The pharmacokinetic properties of Infergen have not been 
evaluated in patients with chronic hepatitis C. Pharmaco- 
kinetic profiles were evaluated in normal, healthy volunteer 
subjects after SC injection of 1 ; 3, or 9 meg Interferon alfa- 
con-1. Plasma levels of Infergen after SC administration of 
any dose were too low to be detected by either ELISA or by 
inhibition of viral cytopathic effect. However, analysis of In- 
fergen-ihduced cellular products" (induction of 2 '6' OAS. and 
p^2 microglobulin) after . treatment in these subjects re- 
vealed a statistically significant, 'dose/related .increase in 
the area under the .curve (AUC) for the levels of 2'6' OAS or 
0-2 microglobulin induced oyer time (p < 0.001 for all com- 
parisons). Concentrations of 2'6' QAS were maximal at 24 
hours after dosing, while serum levels of 0-2 microglobulin 
appeared to reach a maximum 24 to 36 hours after, dosing. 
The dose-response relationships observed for 2'5' OAS and 
0-2 microglobulin were indicative of biological activity after 
SC administration of 1 to 9 meg Infergen. ' r 
Preclinical Experience 

All^interferons have, been shown to be highly species spe- 
cific. Antiviral activity of Infergen was observed in the rhe- 
sus monkey LLC cell line and golden Syrian hamster BHK 
cell b'ne. Antiviral activity of Infergen in the golden Syrian 
hamster was confirmed further in vivo. 3 - Pharmacokinetic 
studies of Infergen in golden Syrian hamsters and rhesus 
monkeys demonstrated rapid absorption following SC injec- 

. . Continued on next page 
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ORTHO BIOTECH/2125 



. - ^ ORTHOCLONE OKT3 as. a single intrave 
fc^fbolus) injection in less than one minute. Do not ad- 
*° ■ tar by intravenous infusion or in conjunction with 

■^drug soluti0n5 -. 

0 cUPPLIED ' ' ' 
fl0 ^VrtNE OKT3 is supplied as a sterile solution in 
OSffrlO^JJg ^pujeg (NDC 59676-101-01). Each 5 mL am- 
p» cltflge !« i ins 5 me of muromonabXDS. 
P*** Store in a refrigerator at 2° to 8°C (36- to 46'F). 
St °tf0T FREEZE OR SHAKE. 
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citrate 8 2 mg sodium chloride, 0.11 mg citric acid, and 1% 
benzyl' alcohol as preservative in. Water for Injection, USP 

M^Wdose, Reserved Vial: .1 mL (20,000 Units/mL). Each 

1 mL of solution contains 20,000 Units of Epoetin alfa, 

2 5 mg Albumin (Human), 1.3 mg sodium citrate, 8.2 mg 
sodium chloride, 0.11 mg citric acid, and 1% benzyl alcohol 
as preservative in Water for Injection, USP (pH 6.1±0.3). 
CLINICAL PHARMACOLOGY 

Chronic Renal Failure Patients 

Endogenous production of erythropoietin is normally regu- 
lated by the level of tissue oxygenation. Hypoxia and ane- 
mia generally increase the production of erythropoietin, 
which in turn stimulates erythropoiesis. 2 In normal sub- 
jects plasma erythropoietin levels range from 0.01 to 0.03 
Units/mL 2 * 3 and increase up to 100- to 1000-fold during hyp- 
oxia or anemia* 3 Iii contrast, in patients with chronic renal 
failure (CRF), production of erythropoietin is impaired, and 
this erythropoietin deficiency is the primary cause of their 
anemia. 3,4 - . , 

Chronic renal failure is the clinical situation in which there 
is a progressive and usually irreversible decline in kidney 
function. Such patients may manifest the sequelae of renal 
dysfunction, including anemia, but do not necessarily re- 
quire regular dialysis/Patients with end-stage renal disease 
(ESRD) are those patients with CRF who require regular 
dialysis or kidney transplantation for survival. . - , 
PROCRIT has been shown to stimulate erythropoiesis in 
anemic patients with CRF, including both patients on dial- 
ysis and those who do not require regular dialysis. The 
first evidence of a response to the three times weekly 
(T 1 W) administration of PROCRIT is an increase in the re- 
ticulocyte count within 10 days, followed by increases in the 
red cell count, hemoglobin, and hematocrit, usually within 
2-6 weeks. 4 ' 6 Because of the length of time required for 
prvt hronoiesis — several days for eryt hroid progenitors to 
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mature and be released into the circul ation — a clinically 
significant increase in hematocrit is usually not ob served in 
1am than 2 weeks and may require up to b weeks m some 

~ ,i . _ i 1 1 „ iV— i.nmrAlH'n/) TflTCFflt. 



le ss than, is weexs an a may n^unc ^ ™ ^ ~ 

patients. Once the hematocrit reaches the suggested target 



range (30-36%), that level can be sustained by PROCRIT 
therapy in the absence of iron deficiency and concurrent 

The rate of hematocrit increase varies between patients, and 
is dependent upon the dose of PROCRIT, within, a 'therapeu- 
tic range of approximately 50-300 Units/kg (T.I.W.). A 
greater biologic response is not observed at doses exceeding 
300 Units/kg (T.I.W.). 6 Other factors affecting- the rate and 
extent of response include availability of iron stores the 
baseline hematocrit, and the presence of concurrent medical 
problems. 

Zidovudine-treated HIV-infected Patients 



PROCRIT® 

EPOETIN ALFA 

PROCRIT registered trademark of distributor 
FOR INJECTION 

DESCRIPTION 

Erythropoietin is a glycoprotein which stimulates red blood 
cell production. It is produced in the kidney and stimulates 
the division and differentiation of committed erythroid pro- 
genitors in the bone marrow. PROCRIT (Epoetin alfa), a 165 
aniino acid glycoprotein manufactured by recombinant DNA 
technology, has the same biological effects as endogenous 
erythropoietin. 1 It has a molecular weight of 30,400 daltons 
tod is produced by mammalian cells into which the human 
erythropoietin gene has been introduced. The product con- 
tains the identical amino acid sequence of isolated natural 
er ythropoietin. 

PROCRIT is formulated as a sterile, colorless, liquid in an 
isotonic sodium chloride/sodium citrate buffered solution for 
intravenous (TV) or subcutaneous (SO administration. 
Single-Dose Preservative-Free Vial: 1 mL (2,000, 3,000, 
4,000 or 10 000 Units/mL). Each- 1 mL of solution contains 
2.000, 3,000, 4,000 or 10,000 Units of Epoetin alfa, 2.5 mg 
Albumin (Human), 5.8. mg sodium citrate, 5.8 mg soto 
chloride, and 0.06 mg citric acid in Water for Injection, USP 
<PH 6.9 ±0.3). This . formulation contains no 

Single-Dose* Preservative-Free Vial: 1 mL (40 ; O0C I Unite/ 
Each 1 mL of solution contains 40,000 Units of Epoetin 
2.5 mg Albumin (Human), 1,164 mg sodium phosphate 
m °nobasic monohydrate, 1.766 mg sodium phosphate diba- 
sic anhydrate, 0.696. mg sodium citrate, 5.78 mg sodium 
c Noride, and 6.8 meg citric acid in Water for Injection, USP 
<PH 6.9±0.3). This formulation contains no preservative. 
}*ultidose. Preserved Vial: 2 mL (20,000 Unite 10 000 
UniWmL) Each 1 mL of solution contains 10,000 Units of 
Epoetin alfa, 2.5 mg Albumin (Human), 1.3 mg sodium 
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Responsiveness to PROCRIT in HIV-intected patients is de- 
pendent upon the endogenous serum erythropoietin level 
prior to treatment. Patients with endogenous serum eryth- 
ropoietin levels £ 500 mUnits/mL, and who are receiving a 
dose of zidovudine £ 4,200 mg/week, may respond to 
PROCRIT therapy. Patients with endogenous serum eryth- 
ropoietin levels > 500 mUnits/mL do not appear to 
respond to PROCRIT therapy. In a series of four clinical tri- 
als involving 255 patients, 60% to 80% of HIV-infected pa- 
tients treated with zidovudine had endogenous serum 
erythropoietin levels ^ 500 mUnits/mL. 
Response to PROCRIT in zidovudine-treated, HIV-infected 
patients is manifested by reduced transfusion requirements 
and increased hematocrit. 
Cancer Patients on Chemotherapy 

Anemia in cancer patients may be related to the disease it- 
self or the effect of concomitantly administered chempther- 
apeutic agents. PROCRIT has been shown to increase he- 
matocrit and decrease transfusion requirements after the 
first month of therapy (months 2 and 3), in anemic cancer 
patients undergoing chemotherapy. 

A series of clinical trials enrolled 131 anemic cancer pa- 
tients who were receiving cyclic cisplatin- or non cisplatin- 
containing chemotherapy. Endogenous baseline serum 
erythropoietin levels varied among patients in these trials 
with approximately 75% (N-83/110) having endogenous 
serum erythropoietin levels £ 132 mUnits/mL, and approx- 
imately 4%" (N=4/110) of patients having endogenous serum 
erythropoietin levels > 500 mUnits/mL. In general, patients 
with lower baseline serum erythropoietin levels responded 
more vigorously to PROCRIT than patients with higher 
baseline erythropoietin levels. Although no specific serum 
erythropoietin level can be stipulated above which patients 
would be unlikely to respond to PROCRIT therapy, treat- 
ment of patients with grossly elevated serum erythropoietin 
levels (e.g., > 200 mUnits/mL) is not recommended. 
Pharmacokinetics 



-rialf-life in CRF patients. The pharmacokinetics of 
PROCRIT have not been studied in HIV-infected patients. 
It has been demonstrated in normal volunteers that the 
10 000 U/mL citrate-buffered Epoetin alfa formulation and 
the 40,000 U/mL phosphate-buffered Epoetin alfa formula- 
tion are bioequivalent after subcutaneous administration of 
single 750 Units/kg doses. The C^ and t* after adminis- 
tration of the phosphate - buffered Epoetin alfa formulation 
were 1 80 ± 0.7 U/mL and 19.0 ± 6.9 hours (mean - SD), 
respectively. The corresponding mean ± SD .values for the 
dtrate-buffered Epoetin alfa formulation were 2 ± 0.9 U/mL 
and i6 3 ± 3.9 hours. There was minimal accumulation in 
serum after two weekly 750 Units/kg subcutaneous doses of 
Epoetin alfa. 

INDICATIONS AND USAGE 

Tre atment of Anemia of. Chronic Ren al Failure Patients 

PROCRIT is indicated in the treatment ot anemia associ- 
ated with chronic renal failure, including patients on dialy- 
sis (end-stage renal disease) and patients not on dialysis. 
PROCRIT is indicated to elevate or maintain the red blood 
cell level (as manifested by the hematocrit or hemoglobin 
deterniinations) and to decrease the need for transfusions in 
these patients. . ; 

Non-dialysis patients with symptomatic anemia considered 
for therapy should have a hematocrit less than 30%. 
PROCRIT is not intended for patients who require immedi- 
ate correction of severe anemia. PROCRIT may obviate the 
need for maintenance transfusions but is not a substitute 
for emergency transfusion. • ■ 

Prior to initiation of therapy, the patient's iron stores should 
be evaluated. Transferrin saturation should be at least 20% 
and ferritin at least 100 ng/mL. Blood pressure should be 
adequately controlled prior to initiation of PROCRIT ther- 
apy, and must be closely monitored and controlled during 
therapy. r 
PROCRIT should be administered under the guidance of a 
qualified physician, (see "DOSAGE and ADMINISTRA- 
TION"). 

Treatment of Anemia in Zidovudi ne-treated HIV-infected 
Patients , 

PROCRIT is indicated for the treatment of anemia related 
to therapy with zidovudine in HIV-infected , patients. 
PROCRIT is indicated to elevate or maintain the red blood 
cell level (as manifested by the hematocrit or hemoglobin 
determinations) and to decrease the need for transfusions in 
these patients. PROCRIT is not indicated for the treatment 
of anemia in HIV-infected patients due to other factors such 
as iron or folate deficiencies, hemolysis or gastrointestinal 
bleeding, which should be managed appropriately. 
PROCRIT, at a dose of 100 Units/kg three times per week, is 
effective in decreasing the transfusion requirement and in- 
creasing the red blood cell level of anemic, HIV-infected pa- 
tients treated with zidovudine, when the endogenous serum 
erythropoietin level is £ 500 mUnits/mL and when patients 
are receiving a dose of zidovudine s 4,200 mg/week. 
Treatment of Anemia in Cancer Patients on Chemotherapy 
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PROCRIT is indicated for the treatment of anemia in pa- 
tients with non-myeloid maUgnancies where anemia is due 
to the effect of concomitantly administered chemotherapy. 
PROCRIT is indicated to decrease the need for transfusions 
in patients who will be receiving concomitant chemotherapy 
for a minimum of 2 months. PROCRIT is not indicated for 
the treatment of anemia in cancer patients due to other tac- 
tors such as iron or folate deficiencies, hemolysis or gastro- 
intestinal bleeding which should be managed appropriately. 
Reduction of Allogeneic B lood Transfusion tn Surgery 



PROCRIT is indicated for the treatment of anemic patients 
(hemoglobin >10 to =sl3 g/dL) scheduled to undergo elective, 
noncardiac, nonvascular surgery to reduce the need for al- 
logeneic blood transfusions. PROCRIT is indicated for 
patients at high risk for perioperative transfusions with sig- 
St, anticipated blood loss. PROCRIT is not indicated 
for anemic patients who are willing to 
blood. The safety of the perioperative use of PROORll Has 
been studied only in patients who are receiving anticoagu- 
lant prophylaxis. 

Clinical Experience: Response to PROCRIT. 
rhrn nlc Renal Failure Patients 

Response to PROCRIT was consistent across all studies, in 
the presence of adequate iron stores (see "^Evaluation) 
the time to reach the target hematocrit is a function of the 
baseline hematocrit and the rate of hematocrit rise. 
The rate of increase in hematocrit is dependent upon the 
dose of PROCRIT administered and individual Pf^entva in- 
ation. In clinical trials at starting doses of 50-150 Umts/kg 
(T.I.W.), patients responded with an average rate of hemat- 
ocrit rise of: 

HEMATOCRIT INCREASE 
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Intravenously administered PROCRIT is eliminated at ^a 
rate consistent with first order kinetics with a circulating 
half-life ranging from approximately 4 to 13 hours in pa- 
tients with CRF. Within the therapeutic dose range, detect- 
able levels of plasma erythropoietin are maintained for at 
least 24 hours. 7 After subcutaneous administration ^ 
PROCRIT to patients with CRF, peak serum levels are 
achieved within 5-24 hours after adininistration and feline 
slowly thereafter. There is no apparent difference in half-lne 
between patients not on dialysis whose serum creatinine 
levels were greater than 3, and patients maintained 
on dialysis. ■ . , . 

In normal volunteers, the half-life of intravenously 
istered PROCRIT is approximately 20% shorter than tne 



STARTING DOSE 
(T.I.W. IV) 


POINTS /DAY 


POINTS/ 
. 2 WEEKS 


50 Units/kg 
100 Units/kg 
150 Unite/kg 


0.11 
0.18 
0.25 


1.5 
. 2.5 
3.5 



Over this dose range, approximately 95% of all P^^J. 6 ; 
sponded with a clinically significant increase » 
and by the end of approximately 2 months of tiierapy virtu- 
ally all patients were transfusion-independent. Changes in 
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the quality of life of patients treated with PROCRIT were 
assessed as part of a Phase III clinical trial. 6,8 Once the tar? . 
get hematocrit (32-38%) was achieved, statistically signifi- 
cant improvements were demonstrated for most quality of 
life parameters measured, including energy and activity 
level, functional ability, sleep and eating .behavior, health 
status, satisfaction with health, sex life, well-being, psycho- 
logical effect, life satisfaction, and happiness. Patients also 
reported improvement in their disease symptoms. They, 
showed a statistically significant increase in exercise capac- 
ity (V0 2 max), energy, and strength with a significant re- 
duction in aching, dizziness, anxiety, shortness of breath, 
muscle weakness, and leg cramps. 8, - * " ■ 

Patients On Dialysis: Thirteen clinical studies were con- 
ducted, involving intravenous administration to a total of 
1,010 anemic patients on dialysis for 986 patient-years of 
PROCRIT therapy. In the three largest of these clinical tri- 
als, the median maintenance dose necessary to maintain' 
the hematocrit between 30-36% was approximately 75 
Units/kg (T.I.W.). In the U.S. multicenter Phase IH study, 
approximately 65% of the patients required doses of 100 
Units/kg (T.I.W.), or less, to maintain their hematocrit at ap- 
proximately 35%. Almost 10% of patients required a dose of 
25 Units/kg, or less, and approximately 10% required a dose 
of more than 200 Units/kg (T.I.W,) to maintain their hemat- 
ocrit at this level. 

A multicente^unit dose study was also conducted in 119 pa- 
tients receiving peritoneal dialysis who self-administered 
PROCRIT*subcutaneously for approximately 109 patient- 
years of experience. Patients responded to PROCRIT ad- 
ministered subcutaneously in a manner similar to patients 
receiving intravenous administration. 18 
Patients With CRF Not Requiring Dialysis: Four clinical 
trials were conducted in patients with CRF not on dialysis 
involving 181 patients treated with PROCRIT for approxi- 
mately 67 patient-years of experience. These patients' re- 
sponded to PROCRIT therapy in a manner similar to that 
observed in patients on dialysis. Patients with CRF not on 
dialysis demonstrated a dose-dependent and sustained in- 
crease in hematocrit when PROCRIT was administered by 
either an intravenous (IV) or subcutaneous (SC) route, with 
similar rates of rise of hematocrit when PROCRIT was ad- 
ministered by either route. Moreover, PROCRIT doses of 75- 
150 Units/kg per week have been shown to maintain hema- 
tocrits of 36-38% for up to six months. Correcting the ane- 
mia of progressive renal failure will allow patients to 
remain active even though their renal function continues to 
decrease. 1& ~ ai 

Zidovudine-treated HIV-infected Patients 

PROCRIT has been studied in four placebo-controlled trials 
enrolling 297 anemic (hematocrit < 30%) HIV-infected 
(AIDS) patients receiving concomitant therapy with zidovu- 
dine, (all patients were treated with Epoetin alfa manufac- 
tured by Amgen Inc.). In the subgroup of patients (89/125 
PROCRIT, and 88/130 placebo) with prestudy endogenous 
serum erythropoietin levels £ 500 mUnits/mL PROCRIT 
reduced the mean cumulative number of units of blood 
transfused per patient by approximately 40%, as compared 
to the placebo group. 22 Among those patients who required 
transfusions at baseline, 43% of patients treated with 
PROCRIT versus 18% of placebo-treated patients were 
transfusion-independent during the second and third 
months of therapy. . PROCRIT therapy also resulted in sig- 
nificant increases in hematocrit in comparison to placebo. 
When examining the results according to the weekly dose of 
zidovudine received during Month 3 of therapy, there was a 
statistically significant (p <0.003) reduction in transfusion 
requirements in patients treated with PROCRIT (N=51) 
compared to placebo-treated patients (N-54) whose mean 
weekly zidovudine dose was 5 4,200 mg/week. 22 
Approximately 17% of the patients with endogenous serum 
erythropoietin levels £ 500 mUnits/mL receiving PROCRIT 
in doses from 100-200 Unite/kg three times weekly (T1.W.) 
achieved a hematocrit of 38% without administration of 
transfusions or a significant reduction in zidovudine dose. 
In the subgroup of patients whose prestudy endogenous 
serum erythropoietin levels were > 500 mUnits/mL, 
PROCRIT therapy did not reduce transfusion requirements 
or increase hematocrit, compared to the corresponding re- 
sponses in placebo-treated patients. 

In a six month open-label PROCRIT study, patients re- 
sponded with decreased transfusion requirements and sus- 
tained increases in hematocrit and hemoglobin with doses 
of PROCRIT up to 300 Units/kg (T.I.W). 23 
Responsiveness to PROCRIT therapy may be blunted by in- 
tercurrent infectious/inflammatory episodes and by an in- 
crease in zidovudine dosage. Consequently, the dose of 
PROCRIT must be titrated based on these factors to main- 
tain the desired erythropoietic response. 
Cancer Patients on Chemotherapy 

PROCRIT has been studied in a series of placebo-controlled, 
double-blind trials in a total of 131 anemic cancer patients. 
Within this group, 72 patients were treated with concomi- 
tant noncisplatin-containing chemotherapy regimens and 
59 patients were treated with concomitant cisplatin-con- 
taining chemotherapy regimens. Patients were randomized 
to PROCRIT 150 Units/kg or placebo subcutaneously 
(T.I.W.) for 12 weeks. 

PROCRIT therapy was associated with a significantly 
(p<0.008) greater hematocrit response than in the corre- 
sponding placebo-treated patients (see TABLE). 22 



HEMATOCRIT {%): MEAN CHANGE FROM 
BASELINE TO FINAL VALUE* 



STUDY 



PROCRIT 



Chemotherapy 
Cisplatin 



7.6 
6.9 



1.3 
0.6 



• Significantly higher in PROCRIT patients than in placebo 
patients (p < 0.008) 

In the two types of chemotherapy studies [utilizing a 
PROCRIT dose of 150 Units/kg (T.I.W.)] the mean number of 
units of blood transfused per patient after the first month of 
therapy was significantly (p < 0.02) lower in patients 
treated with PROCRIT (0.71 units in Months 2, 3) than in 
corresponding placebo-treated patients (1.84 units in 
Months 2/3). Moreover, tihe proportion of patients trans- 
fused during Months 2 and 3 of therapy combined was sig- 
nificantly (p < 0.03) lower in the patients treated with 
PROCRIT than in the corresponding placebo-treated pa- 
tients (22% versus 43%). 22 

Comparable intensity of chemotherapy in the PROCRIT 
and placebo groups in the chemotherapy trials was sug- 
gested by a similar area under the neutrophil time curve in 
patients treated with PROCRIT and placebo-treated pa- 
tients as well as by a similar proportion of patients in 
groups treated with PROCRIT and placebo-treated groups 
whose absolute neutrophil counts fell below 1,000 cells/uL. 
Available evidence suggests that patients with lymphoid 
and solid cancers respond equivalently to PROCRIT 
therapy, and that patients with or without tumor infiltra- 
tion of the bone marrow respond equivalently to PROCRIT 
therapy. 

Surgery Patients 

PROCRIT has been studied in a placebo-controlled, double 1 ' 
blind trial enrolling 316 patients scheduled for major, elec : 
tive orthopedic hip or knee surgery who were expected to 
require ^2 units of blood and who were not able or willing 
to participate in an autologous blood donation program. 
Based on previous studies which demonstrated that pre- 
treatment hemoglobin is a predictor of risk of receiving 
transfusion 16,2 *, patients were stratified into one of three 
groups based on their pretreatment hemoglobin [£10 (n=2), 
>10 to £13 (n=96\ and >13 to <15 g/dL (n=218)] and then 
randomly assigned to receive 300 U/kg PROCRIT, 100 U/kg 
PROCRIT or placebo by subcutaneous injection for 10 days 
before surgery, on the day of surgery, and for four days after 
surgery 14 . All patients received oral iron and a low dose 
postoperative warfarin regimen. 14 

Treatment with PROCRIT 300 U/kg significantly (p=0.024) 
reduced the risk of allogeneic transfusion in patients with a 
pretreatment hemoglobin of > 10 to ^13 g/dL; 5731 (16%) of 
PROCRIT 300 U/kg, 6726 (23%) of PROCRIT 100 U/kg and 
13/29 (45%) of placebo-treated patients were transfused. 14 
There was no significant difference in the number of 

• patients transfused between PROCRIT (9% 300 U/kg, 
6% 100 U/kg) and placebo (13%) in the >13 to =£15 g/dL 
hemoglobin stratum. There were too few patients in the 
£10 g/dL group to deterrnihe if PROCRIT is useful in this 
hemoglobin strata. 

In the >10 to £13 g/dL pretreatment stratum, the mean 
number of units transfused per PROCRIT-treated patient 
(0.45 units blood for 300 U/kg, 0.42 units blood for 100 U/kg) 
was less than the mean transfused per placebo- treated 
patient (1.14 units) (overall p«0.028). In addition, mean 
hemoglobin, hematocrit and reticulocyte counts increased 
significantly during the presurgery period in PROCRIT- 
treated patients. 14 

PROCRIT was also studied in an open-label, parallel-group 
trial enrolling 145 subjects with a pretreatment hemoglobin 
level of a 10 to £13 g/dL who were scheduled for. major or- 
thopedic hip or knee surgery and who were not participat- 
ing in an autologous program. 15 Subjects were randomly as- 
signed to receive one of two subcutaneous dosing regimens 
of PROCRIT (600 U/kg once weekly for three weeks prior to 
surgery and on the day of surgery or 300 U/kg once daily for 
10 days prior to surgery, on the day of surgery and for four 
days after surgery). All subjects received oral iron and ap- 
propriate pharmacologic anticoagulation therapy. 
From pretreatment to presurgery, the mean increase in he- 
moglobin in 600 U/kg weekly group (1.44 g/dL) was greater 
than observed in the 300 U/kg daily group. 15 The mean in- 
crease in absolute reticulocyte count was smaller in the 
weekly group (0.11 X 10 6 /mm 3 ) compared to the daily group 
(0.17 x 10 6 /mm 3 ). Mean hemoglobin levels were similar for 
the two treatment groups throughout the postsurgical 
period. 

The erythropoietic response observed in both treatment 
groups resulted in similar transfusion rates 111/69 (16%) in 
the 600 U/kg weekly group and 14/71 (20%) in the 300 U/kg 
daily group]. 15 The mean number of units transfused per 
subject was approximately 0.3 units in both treatment 
groups. 

CONTRAINDICATIONS 

PROCRIT is contraindicated in patients with: 

1) Uncontrolled hypertension. 

2) Known hypersensitivity, to mammalian cell-derived 
products. 

3) Known hypersensitivity to Albumin (Human). 
WARNINGS 

Pediatric Use: 

The multidose preserved formulation contains benzyl alco- 
hol. Benzyl alcohol has been reported to be associated with 
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increased incidence of neurological and other compjj 
tions in premature infants which are sometimes fata], fL* 
safety and effectiveness of Epoetin alfa in children hav e J . 
been established. 

Thrombotic Events and Increased Mortality 

A randomized, prospective trial of 1265 hemodialysis 
tients with clinically evident cardiac disease (ischemic hean 
disease or congestive heart failure) was conducted in W ^*J 
patients were assigned to PROCRIT treatment targeted to 
maintenance hematocrit of either 42 ± 3% or 30 + 
Increased mortality was observed in 634 patients random 
ized to a target hematocrit of 42% [221 deaths (35% mortal 
ity)l compared to 631 patients targeted to remain at a 
matocrit of 30% [185 deaths (29% mortality)]. The reason 
for increased mortality observed in these studies is ^ - 
known, however the incidence of non-fatal myocardial 
infarctions (3.1% vs. 2.3%), vascular access thrombosis {39% 
vs. 29%) and all other" thrombotic events (22% vg. 
were also higher in the group randomized to achieve a he- 
matocrit of 42%. 

Increased mortality was observed in a. randomized placebo- 
controlled study of PROCRIT in patients who did not have 
chronic renal failure who were undergoing coronary artery 
bypass surgery (7 deaths in 126 patients randomized to 
PROCRIT vs. no deaths among 56 patients receiving place- 
bo). Pour of these deaths occurred during the period of study 
drug administration and all 4 deaths were associated with 
thrombotic events. While the extent of the population af- 
fected is unknown, in patients at risk for thrombosis, the 
anticipated benefits of PROCRIT treatment should be 
weighed against the potential for increased risks associated 
with therapy. 

Chronic Renal Failure Patients 

Hypertension: Patients with uncontrolled hypertension 
should not be treated with PROCRIT, blood pressure should 
be controlled adequately before initiation of therapy. Up to 
80% of patients with CRF have a history of hypertension. 25 
Although there does not appear to be any direct pressor ef- 
fects of PROCRIT, blood pressure may rise during 
PROCRIT therapy. During the early phase of treatment 
when the hematocrit is increasing, approximately 25% of 
patients on dialysis may require initiation of, or increases 
in, antihypertensive therapy Hypertensive encephalopathy 
and seizures have been observed in patients with CRF 
treated with PROCRIT. 

Special care should be taken to closely monitor and aggres- 
sively control blood pressure in patients treated with 
PROCRIT. Patients should be advised as to the importance 
of compliance with antihypertensive therapy and dietary re- 
strictions. If blood pressure is difficult to control by initia- 
tion of appropriate measures, the hematocrit may be re- 
duced by decreasing or withholding the dose of PROCRIT. A 
clinically significant decrease in hematocrit may not be ob- 
served for several weeks. 

It is recommended that the dose of PROCRIT be decreased 
if the hematocrit increase exceeds 4 points in any two-week 
period , because of the possible association of excessive rate 
of rise of hematocrit with an exacerbation of hypertension. 
In chronic renal failure patients on hemodialysis with clin- 
ically evident ischemic heart disease or congestive heart 
failure, the hematocrit should be managed carefully, not to 
exceed 36%. (see "Thrombotic Events") 
Seizures: Seizures have occurred in patients with CRF 
participating in PROCRIT clinical trials. 
In patients on dialysis, there was a higher incidence pf sei- 
zures during the first 90 days of therapy (occurring in ap- 
proximately 2.5% of patients) as compared with later 
timepoints. 

Given the potential for an increased risk of seizures during 
the first 90 days of therapy, blood pressure and the presence 
of premonitory neurologic symptoms -should be monitored 
closely. Patients should be cautioned to avoid potentially 
hazardous activities such as driving or operating heavy ma- • 
chinery during this period. 

While the relationship between seizures and the rate of nse 
of hematocrit is uncertain, it is recommended th at the dose 
of PROCRIT be decreased if the hematocrit inc rease exceeds 
4 points in any two-week period. 

Thrombotic Events: During hemodialysis, patients 
treated with PROCRIT may require increased anticoagula- 
tion with heparin to prevent clotting of the artificial kidney. 
(See .. .. 

"ADVERSE REACTIONS" for more information about 
thrombotic events.) 

Other thrombotic events (e.g., myocardial infarction, cere- 
brovascular accident, transient ischemic attack) have oc- 
curred in clinical trials at an annualized rate of less than 
0.04 events per patient-year of PROCRIT therapy. These 
trials were conducted in patients with CRF (whether on di- 
alysis or not) in whom the target hematocrit was 32-40%. 
However, the risk of thrombotic events, including vascular 
access thromboses, was significantly increased in patients 
with ischemic heart disease or congestive heart failure re- 
ceiving PROCRIT therapy with the goal of reaching a nor- 
mal hematocrit (42%) as compared to a target hematocrit of 
30%. Patients with pre-existing cardiovascular disease 
should be monitored closely. . 
Zidovudine-treated HIV-infected Patients 
In contrast to CRF patients, PROCRIT therapy has not 
been linked to exacerbation of hypertension, seizures, and 
thrombotic events in HIV-infected patients. 

PRECAUTIONS 

The parenteral administration of any biologic product 
should be attended by appropriate precautions in case aller- 
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c *?I r ious allergic or anaphylactic reactions were reported, 
'ADVERSE REACTIONS" for more information regard- 
5J allergic reactions. 

X? 9 safety and efficacy of PROCRIT therapy have not been 
tabUsned- in'. patients with a known history of a seizure 
!r order or underlying hematologic. disease (e.g., sickle cell, 
myelodysplastic syndromes'," or hypercoagulable 



STsome female patients, menses have resumed following 
pROCrUT therapy; the possibility of, pregnancy should be 
j^cussed and the need for contraception evaluated., 
M -jtology: ■ Exacerbation of porphyria has been observed- 
"^ly in patients with CRF treated with PROCRIT. Hqw- 
ver PROCRIT has not ca.us.ed increased urinary excretion 
pf porphyrin metabolites in normal volunteers, even in the 
oreserice of- a rapid erythropoietic response. Nevertheless, 
PROCRIT ' should be used with caution in patients with 
known porphyria- 

lo preclinical studies in dogs and rats, but not in monkeys, 
pROCrUT therapy .was associated with subclinical bone 
m arrow fibrosis. Bone marrow fibrosis is a known complica- 
tion of CRF in humans and may be related to secondary hy- 
perparathyroidism or unknown factors. The incidence of 
bone marrow fibrosis was not increased in a study, of pa- 
tients on dialysis who were treated with PROCRIT for 12-19 
months, compared to the incidence of bone marrow fibrosis' 
in a matched group of patients who had not been treated 
with PROCRIT. ' .' 

Hematocrit in CRF patients should be measured twice, a 
week; zidovudine-treated HIV-infected and cancer patients- 
should have hematocrit measured once a week until hemat- 
ocrit has been stabilized, and measured periodically there- 
after. 

Delayed or Diminished Response: If the patient fails to re- 
spond or to maintain a response to doses within the recom- 
mended dosing range, the following etiologies should be con- 
sidered and evaluated: 

1} Iron deficiency. Virtually all patients will eventually 
require supplemental iron therapy., (See "Iron 

, Evaluation"). . 

2) Underlying infectious., inflammatory, or malignant 



3) Occult blood loss. - 

4) Underlying hematologic diseases (i.e., thalassemia, re- 
fractory anemia, or other myelodysplastic disorders). 

5) Vitamin deficiencies: folic acid or vitamin B12. ' 

6) Hemolysis.' 

7) Aluminum intoxication. 

8) Osteitis fibrosa cystica. • 

Iron, Evaluation: During PROCRIT therapy, absolute or 
functional iron deficiency may develop. Functional iron de- 
ficiency," with normal ferritin levels- but low transferrin sat- 
uration, is presumably due to the inability to mobilize iron 
stores rapidly enough to support increased erythropoiesis. 
Transferrin, saturation should be at least 20% and ferritin 
should be at least 100 ng/mL. 

Prior to and during PROCRIT therapy, the patient's iron 
status, including transferrin saturation (serum iron, divided 
by iron binding capacity) and serum ferritin, should be eval- 
uated. Virtually all patients will eventually require supple- 
mental iron to increase or maintain transferrin saturation 
to levels which will adequately support erythropoiesis stim- 
ulated by PROCRIT. All surgery patients being treated with 
PROCRIT should receive adequate iron supplementation 
throughout the course of therapy in order to support erytiV 
ropoiesis. and avoid depletion of iron stores. 
[>rug interactions: No evidence of interaction of PROCRIT 
with other drugs was observed in the course of clinical 
trials. ... 
Carcinogenesis, Mutagenesis,, and Impairment of Fertility: 
Carcinogenic potential of iPROCRIT has. not been evaluated, 
PROCRIT does not induce bacterial gene mutation (Ames 
Test), chromosomal aberrations in mammalian cells, micro- 
nuclei in mice, or gene mutation at the HGPRT locus. In 
female rats treated intravenously with PROCRIT, there was 
a. trend for slightly increased fetal wastage- at doses of 100- 
and 500 Units/kg. 

^•gnancy Category C: PROCRIT has been shown to have 
adverse effects in rats when given in doses five times the 
human dose. There are no adequate and well-controlled, 
ladies in pregnant women. PROCRIT should be used dux- 
^ pregnancy only if potential benefit justifies the potential 
™k to flie.fetus. 

k studies in female rats, there were decreases in body 
*eight gain, delays, in appearance of abdominal hair, de- 
kyed eyelid opening, delayed ossification, and decreases in 
«te number of caudal vertebrae in the Fl fetuses of the 500. 
Units/kg group. In female rats treated intravenously, there' 
a trend for slightly increased fetal wastage at doses of 
10 0 and 500 Units/kg. PROCRIT has not shown any adverse 
^fect at doses as high as 500 Units/kg in pregnant rabbits 
(from day 6 to 1$ of gestation). 

Nursjng Mothers: Postnatal observations of the live off- 
spring (Fl generation) of female rats treated with 
PROCRIT during gestation and lactation revealed no effect 
j^ROCRIT at doses of up to 500 Units/kg. There were, 
k°*ever, decreases in body weight gain, delays in appear- 
of abdominal hair, .eyelid opening, and decreases in the 
f^ber of caudal vertebrae in the Fl fetuses of the 500 
^Hits/kg group. There were no effects related, to PROCRIT 
011 the F2 generation fetuses. 



It is not known whether PROCRIT is excreted in hi 
milk. Because many drugs are excreted in human milk] 
tion should be exercised when PROCRIT is administered 
a nursing woman. v 
Pediatric Use : The safety and effectiveness of PROCRIT in 
children have not been established (See "WARNINGS"). 
Chronic Renal Failure Patients ^ 

Patients with CRF Not Requiring Dlatysis:Blood pressure 
and hematocrit should be monitored no less frequently than 
for patients maintained on dialysis. Renal function. and fluid 
and. electrolyte balance should be closely monitored, as. an 
improved sense of well-being may obscure the need to initi- 
ate dialysis in some patients. 

Hematology: . Sufficient time should be allowed to deter- 
mine a.patient's responsiveness to a dosage of PROCRIT be- 
fore adjusting the dose. Because of the time required for 
erythropoiesis and the red cell half-life,, an interval of 2-6 
weeks may occur between the time of a dose adjustment' 
(initiation, increase, decrease, or discontinuation) and' a sig- 
nificant change in hematocrit. ■ 

In. order to avoid reaching the suggested, target .hematocrit 
too rapidly, or.exceeding the suggested target range (hemat- * 
ocrit of 30-36%),- the guidelines for dose and frequency, .of. 
dose adjustments, (see "DOSAGE AND ADMINISTRA-. 
TION") should be followed. 

For patients who respond to PROCRIT with a. rapid in- 
crease in hematocrit (e.g., more than 4 points in any two- 
week period), the dose of PROCRIT should be reduced be- 
cause of the possible association of excessive rate of rise of 
hematocrit with an exacerbation of hypertension. 
The elevated bleeding time characteristic of CRF decreases 
toward normal after correction of anemia in patients 
treated with PROCRIT. Reduction of bleeding time also oc- 
curs after correction of anemia by transfusion; 
Laboratory Monitoring: The hematocrit should be deter- 
mined twice a week until it has stabilized in the suggested 
target range and the maintenance dose has been estab- 
lished. After any dose adjustment, the hematocrit should 
also be determined twice weekly for at least 2-6 weeks until 
it has been determined that the hematocrit has" stabilized in ' 
response to the dose change. The hematocrit should then be 
monitored at regular intervals. 

A complete blood count with differential and platelet count 
should be performed regularly. During clinical trials, mod- 
est increases were seen in platelets and white blood cell, 
counts. While these changes were statistically significant; 
they were not clinically significant and the values remained 
within normal ranges. 

In patients with CRF, serum chemistry values [including 
blood urea nitrogen (BUN), uric acid, creatinine, phospho- 
rus, and potassium] should be monitored regularly. During 
clinical trials in patients on dialysis, modest increases were 
seen in BUN, creatinine, phosphorus, and potassium. In 
some patients with CRF not on dialysis, treated with 
PROCRIT, modest increases in serum uric acid and phos- 
phorus were observed. While changes were statistically sig- 
nificant, the values remained within the ranges normally 
seen in patients with CRF. •'.",'• 
Diet: As the hematocrit increases and patients experience 
an improved sense of well-being and quality of life, the im- 
portance of compliance with dietary and dialysis prescrip- 
tions should be reinforced. In particular, hyperkalemia is 
not uncommon in patients with CRF. In U.S. studies in pa- 
tients on dialysis, hyperkalemia has occurred at an annual- 
ized rate of approximately 0.11 episodes per patient-year of 
PROCRIT therapy, often in association with poor compli- 
ance to medication, diet and/or dialysis. 
Dialysis Management: Therapy with PROCRIT results in 
an increase in hematocrit and a decrease in plasma-volume, 
which could affect dialysis efficiency. In studies to date, the 
resulting increase in hematocrit did not appear to adversely 
affect dialyzer function 9,10 or the efficiency of high flux he- 
modialysis. 11 During hemodialysis, patients treated with 
PROCRIT may require increased anticoagulation with hep- 
arin to prevent clotting of the artificial kidney. 
Patients who are marginally dialyzed may require adjust- 
ments in their dialysis prescription. As with all patients on 
dialysis, the serum chemistry values (including BUN; cre- 
atinine, phosphorus, and pQtassium) in patients treated 
with PROCRIT should be monitored regularly to assure the 
adequacy of the dialysis prescription. 

Information for Patients: In those situations in which the 
physician determines that a home dialysis patient can 
safely and effectively setf-adniinister PROCRIT, the patient 
should be instructed as to the proper dosage and adminis- 
tration. Home dialysis patients should be referred to the full 
-INFORMATION FOR HOME DIALYSIS PATIENTS" sec- 
tion attached; it is not a disclosure of all possible effects. 
Patients should be informed of the signs and symptoms of 
allergic drug reaction and advised of appropriate actions. If 
home use, is prescribed for a home dialysis patient, the pa- 
tient should be thoroughly instructed in the importance of 
proper disposal and cautioned against the reuse of needles, 
syringes, or drug product. A puncture-resistant container 
for the disposal of used syringes and needles should be 
available to the patient. The full container should be dis- 
posed of according to the directions provided by' the 
physician. 

Renal Function: In patients with CRF not on dialysis, re- 
nal function and fluid and electrolyte balance should be 
closely monitored, as an improved sense of well-being may 
obscure the need to initiate dialysis in some patients. In pa- 
tients with CRF not on dialysis, placebo-controlled studies 
of progression of renal dysfunction over periods of greater 
than one year have not been completed. In shorter-term tri- 



als in patients with CRF not on dialysis, changes in creati- 
nine and creatinine clearance were not significantly differ- 
ent in patients treated with PROCRIT, compared with 
placebo-treated patients. Analysis of the slope of 1/serum 
creatinine vs. time plots in these patients indicates no sig- 
nificant change in the slope after the initiation of PROCRIT 
therapy. 

Zidovudine-treated HIV-infected Patients 
Hypertension: Exacerbation of hypertension has not been'' 
observed in zidovudine-treated HIV-infected patients 
treated with PROCRIT. However, PROCRIT should be witiv 
held in these patients if pre-existing hypertension is uncon- 
trolled, and should not be started until blood pressure is" 
controlled. In double-blind studies, a single seizure has been 
experienced by a patient treated with PROCRIT. 23 ' 
Cancer Patients on Chemotherapy 

Hypertension: Hypertension, associated with a significant 
' increase in hematocrit, has been rioted rarely in. cancer pa- 
.tients treated with PROCRIT, s Neverthele'ss, blood pressure 
in patients treated with PROCRIT should be monitored 
carefully, particularly in patients with an underlying his- 
tory of hypertension or cardiovascular, disease. 
Seizures: In double-blind, placebo-cohtrplled trials, 3.2% 
(N=2/63) of patients treated with PROCRIT and 2.9% 
(N=2/68) of placebo-treated patients had seizures. -Seizures 
in 1.6% (Nal/63) of patients treated -with PROCRIT oc- 
curred in the context of a significant increase in blood pres- 
sure arid hematocrit from baseline values. However, both 
patients treated with PROCRIT also had underlying CNS 
pathology which may have been related to seizure" activity. 
Thrombotic Events: In double-blind, placebo-controlled 
trials, 3.2% CN=2/63) of patients treated with PROCRIT and 
11.8% (N=8/68) of placebo-treated patients had thrombotic, 
events- (e.g. pulmonary embolism, cerebrovascular, 
accident). . 

Growth Factor Potential: PROCRIT is a growth factor that 
primarily stimulates red cell production. However; the pos- • 
sibility that PROCRIT can act as a, growth factor for any 
tumor type, particularly myeloid -malignancies, cannot be 
excluded. . % . . 

Surgery Patients 

Thrbmbotic/Vascular Events: In perioperative clinical tri- 
als with orthopedic patients, the overall incidence of throm- 
botic/vascular events was similar in Epoetin alfa and 
placebo-treated patients who had a pretreatment hemoglo- 
bin' of >10 to £13 g/dL. In patients with ' a hemoglobin of 
>13 g/dL treated with 300 U/kg of Epoetin alfa, the possi- 
bility that PROCRIT treatment may be associated with an 
increased risk of postoperative thrombqtic/vascular events 
cannot be excluded. 14 ; 16 ' 24 " 
In one study in which Epoetin alfa was administered in the 
perioperative period. to_patients undergoing coronary artery 
bypass graft surgery, there were seven deaths in the 
Epoetin alfa-treated groups (N=126) and no deaths in the 
placebo^treated group (N=56). Among the seven deaths in 
the Epoetin alfa-treated patients, four were at the time of 
therapy (between study day 2 and 8). The four deaths at the 
time of therapy (3%) were associated with thrombo tic/vas- 
cular events. A causative role of Epoetin- alfa cannot be ex- 
cluded.' (See "WARNINGS") ' 

Hypertension: Blood pressure may rise in the periopera- 
tive period in patients being treated with PROCRIT; There- 
fore, blood pressure, should be monitored carefully. . 

ADVERSE REACTIONS 
Chronic Renal Failure Patients 

Studies analyzed to date indicate that PROCRIT is gener- 
ally weli-tolerated. The adverse events reported are fre- 
quent sequelae of CRF and are not necessarily attributable 
to PROCRIT therapy. In double-blind, placebo-controlled 
studies involving over 300 patients with CRF, the events re- 
ported -in- greater than 5% of patients treated with 
PROCRTT during the blinded phase were: 

• PERCENT OF PATIENTS REPORTING EVENT 



Event 



Patients 
. Treated with 
epoetin alfa 
(N=200> 



PLACEBO- 
Treated 
Patients 
(N=135) 



Hypertension 

Headache 

Arthralgias 

Nausea 

Edema 

Fatigue 

Diarrhea 

Vomiting 

Chest Pain 

Skin Reaction 

(Administration Site) 
Asthenia 
Dizziness 
Clotted Access 



24% 
16% 
11% 
11% 
9% 
9% 
9% 
' 8% 
7% 
7% 

7% 
7% 
7% 



19% 
12% 
6% 
9% 
10% 
14% 
6% 
5% 
9% 
12% 

12% 
13% 
2% 



Significant adverse events of concern in patients with CRF 
treated in double-blinded, placebo-controlled trials occurred 
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in the following percent of patients during the blinded 
phase of the studies: 



Seizure 

CVA/TIA 

MI 

Death 



1.1% 
0.4% 
0.4% 
0 



1.1% 
0,6%. 
1.1% 
1.7% 



In the U.S. PROCRIT, studies in patients on dialysis (over 
567 patients), the incidence (number of events per patient- 
year) of the "most frequently reported adverse events were: 
hypertension (0.75), headache (0.40), tachycardia (0.31), 
nausea/vomiting (0.26), clotted vascular access (0.25), short- 
ness of breath (0.14), hyperkalemia (0.11), and diarrhea 
(0.11). Other reported events occurred at a rate of less than 
0.10 events per patient per year. 

Events reported to have occurred within several hours of 
administration of PROCRIT were rare, mild, and transient, 
and included injection site stinging in dialysis patients and 
flu-like symptoms such as arthralgias and myalgias. 
In all studies analyzed to date, PROCRIT administration 
was generally well-tolerated, irrespective of the route of 
administration. * 

Hypertension: Increases in blood pressure have been re- 
ported in clinical trials, often during the first 90 days, of 
therapy. On occasion, hypertensive encephalopathy and sei- 
zures have been observed in patients with CRF treated with 
PROCRIT. When data from all patients in the U.S. Phase 
III multicenter trial were analyzed, there was an apparent 
trend of more reports of hypertensive adverse events in pa- 
tients on dialysis with a faster rate of rise of hematocrit 
(greater than 4 hematocrit points in any two-week period). 
However, in a double-blind, placebo-controlled trial, hyper- 
tensive adverse events were not reported at an increased 
rate in the group treated with PROCRIT (150 Units/kg 
T.I.W.) relative to the placebo group. 
Seizures: There have been 47 sei2ures in 1,010 patients on 
dialysis treated with PROCRIT in clinical trials, with an ex- 
posure of 986 patient-years for a rate of approximately 
0.048 events per patient-year. However, there appeared to : 
be a higher rate of seizures during the first 90 days of ther- 
apy (occurring in approximately- 2.5% of patients) when 
compared to subsequent 90-day periods. The baseline inci- 
dence of seizures in the untreated dialysis population is dif- 
ficult to determine: it appears to be in. the range of 5-10% 
per patient-year. 26 " . * 

Thrombotic Events: In clinical trials where the mainte- 
nance hematocrit was 35 ± 3% on PROCRIT, clotting of the 
vascular access (A-V shunt) has occurred at an annualized 
rate of about 0.25 events per patient-year, and other throm- 
botic events (myocardial infarction, cerebrovascular acci- 
dent, transient ischemic attack, and pulmonary embolism) 
occurred at a rate of 0.04 events per patient-year. In a sep- 
arate study of 1,111 untreated dialysis patients, clotting of 
the vascular access occurred at a rate of 0.5 events per 
patient-year. However, in chronic renal failure patients on 
hemodialysis who also" had clinically evident ischemic heart 
disease or congestive heart failure, the risk of A-V shunt 
thrombosis was higher (39% vs 29%, p<0.001), and myocar- 
dial infarction, vascular ischemic events, and venous throm- 
bosis were increased in patients targeted to a hematocrit of. 
42 ± 3% compared to those maintained at 30 ± 3%. (see 
"WARNINGS") ' " 
In patients treated with commercial PROCRIT, there have 
been rare reports of serious • or unusual thrombo-embolic 
events including migratory thrombophlebitis, microvascu- 
lar thrombosis, pulmonary embolus, and thrombosis of the 
retinal artery, and temporal and renal veins. A causal rela- 
tionship has not been established. 



Allergic- Reactions: There have been no reports of serious 
allergic reactions or anaphylaxis associated with PROCRIT 
administration during clinical trials. Skin rashes and urti- 
caria have been observed rarely and when reported have 
generally been mild and transient in nature. 
In over 125,000 patients treated with commercial 
PROCRIT, there have been rare reports .of potentially seri- 
ous allergic reactions including urticaria with associated 
respiratory symptoms or circumoral edema (< 0.0001 events 
per patient-year), or urticaria alone (< 0.0001 events per 
patient-year). Most reactions occurred in situations where a 
casual relationship could not be established. Many of these 
patients resumed PROCRIT therapy without recurrence of 
symptoms, some in conjunction with antihistamine pre- 
treatment. However, symptoms recurred with rechallenge 
in a few instances, suggesting that allergic reactivity, al- 
though rare, may occasionally be associated with PROCRIT 
therapy. 

There has been no evidence for development of antibodies to 
erythropoietin in patients tested to date, including those re-' 
ceiving PROCRIT for over 4 years. Nevertheless, if an ana- 
phylactoid reaction occurs, PROCRIT should be immedi- 
ately discontinued and appropriate therapy initiated. 
ZidovuoTne-treated HIV-infected Patients 
Adverse events reported in clinical trials" with PROCRIT in ' 
zidovudine-treated HIV-infected patients were consistent 
with the progression of HTV infection. In double-blind, 
placebo-controlled studies of three-months duration involv- 
ing approximately 300 zidovudine-treated HIV-infected pa- 
tients, adverse events with an incidence of a 10% in either 
patients treated with PROCRIT or placebo-treated patients 
were: ■ -. 

Percent of Patients Reporting Event 





Patients 


PLACEBO- 




Treated with 


Treated 




PROCRIT 


Patients 


Event 


(N=144) 


(N=153> 


Pyrexia . 


38% 


29% 


Fatigue 


25% 


31% 


Headache. 


19% 


14% 


Cough 


• 18% 


14% . 


Diarrhea 


." 16% 


18% 


Rash 


16% 


8% 


Congestion, 


. 15% 


10% 


Respiratory 






Nausea 


15% 


.12% 


Shortness of Breath 


14% 


13% . 


Asthenia ... 


11% 


14% 


Skin Reaction, 


10% 


7%. 


(Administration Site) 






Dizziness 


9% 


10% 



There were no statistically significant differences between 
treatment groups in the incidence of the above events. 
In the 297 patients studied, PROCRIT. was not associated 
with significant increases in opportunistic infections or mor- 
tality. In 71 patients firom this group treated with 
PROCRIT at 150 Units/kg (T.I.W.), serum p24 antigen levels 
did not appear to increase. 23 Preliminary data showed no 
enhancement of HTV* replication in infected cell lines 
in vitro. 72 

Peripheral white blood cell and platelet counts, are un-. 
changed following PROCRIT therapy. 
Allergic Reactions: Two zidovudine-treated HIV-infected 
patients, had urticarial reactions within 48 hours of their 
first exposure to study medication. One patient was treated 
with PROCRIT and one was treated with placebo 
(PROCRIT vehicle alone). Both patients had positive imme- 
diate skin tests against their study medication with a neg- 







Percent of Patients Reporting Event 








Patients 


Patients 










Treated with 


Treated with 


PLACEBO- 








PROCRIT 


PROCRIT 


Treated 


PROCRIT 


PROCRIT 




300 U/kg 


100 U/kg 


Patients 


600 U/kg 


300 U/kg 


Event 


(N=112) a 


{N=101)° 


(Nil03) 5 


(N=73) b 


(N=72) b 


Pyrexia 


51% 


50% 


60% 


47% 


42% 


Nausea ■ 


48% 


43% 


45% 


45% 


58% 


Constipation. . 


43% 


42% 


•'43% 


51% 


53% 


Skin Reaction, 


25% 


19% 


22% 


26% 


29% 


(Administration Site) 












Vomiting 


22% 


- 12% 


14% 


21% 


29% 


Skin Pain 


18% 


18% 


' 17% 


5% 


' 4% 


Pruritus 


16% 


-• 16% 


14% 


14% 


22% 


Insomnia 


13% 


16% 


13% 


21% 


18% 


Headache 


13% 


11% 


9% 


10% 


19% 


Dizziness 


12% 


9% 


12% 


11% 


21% 


Urinary Tract Infection 


12% 


3% 


* 11% 


11% 


8% 


Hypertension 


10% 


11% " 


10% 


5% 


10% 


Diarrhea 


10% 


7% 


12% 


10% 


6% 


Deep 


10% 


3% 


5% 


0% e 


0% c 1 . 


Venous 












Thrombosis 












Dyspepsia 


9% 


11% 


6% 


"7% 


8% ■ 


Anxiety 


7% 


2% : 


11% ' 


11% 


4% 


Edema 


6% 


11% 


8% 1 


11% 


7% 



' Study including patients undergoing orthopedic surgery treated with PROCRIT or placebo for 15 days 
b Study including patients undergoing orthopedic surgery treated with PROCRIT 600 U/kg weekly x 4 or 300 U/kg 

daily x 15 
c Determined by clinical symptoms 
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ative saline control. The basis for this apparent pre-exists 
hypersensitivity to components of the PROCRIT forn^* 
tion is unknown, but may be related to HTV- induced i^*' 
nosuppression or prior exposure to blood products. 
Seizures: In double-blind and open-label trials 
PROCRIT in zidovudine-treated HIV-infected patient*, te 
patients have experienced seizures. 22 In general, these ge? 
zures appear to be related to underlying pathology such as 
meningitis or cerebral neoplasms, not PROCRIT therapy 
Cancer Patients on Chemotherapy 
Adverse experiences reported in clinical triala with 
PROCRIT in cancer patients were consistent with the un 
deriving disease state. In double-blind, placebo-controlled 
studies of up to 3-months duration involving 131 cancer n a 
tients, adverse events with an incidence >10% in either Da 
tients treated with PROCRIT or placebo-treated patienta 
were as indicated below. 

Percent of Patients Reporting Event 





Patients 


PLACEBO- 




Treated with 


Treated 




PROCRIT 


Patients 


Event-. 


(N=63) 


(N=68) 


Pyrexia 


' 29% 


19% 


Diarrhea 


21%' 


7% 


Nausea . 


' 17% b 


32% 


Vomiting 


17% 


15% 


Edema 


17% c 


1% 


Asthenia 


13% 


16% 


Fatigue 


■ 13% 


15% 


Shortness 


13% 


9% 


of Breath 






Paresthesia 


11% 


6% 


Upper Respiratory 


11% 


4% 


Infection 






Dizziness 


' 5% 


. 12% 


Trunk Pain 


3% d 


16% 



• p = 0.041 
b p = 0.069 



c p = 0.0016 
d p = 0.017 



Although some statistically significant differences between 
patients treated with PROCRIT and placebo-treated pa- 
tients were noted, the overall safety profile of 
PROCRIT appeared to be consistent with the disease pro- 
cess of advanced cancer. During double-blind and subse- 
quent open-label therapy in which patients (N=72 for total 
exposure to PROCRIT) were treated for up to. 32 weeks with 
doses as high as 927 Units/kg, the adverse experience pro- 
file of PROCRIT was consistent with the progression 
of advanced cancer. 

Based on comparable survival data and on the percentage of 
patients treated with PROCRIT and placebo-treated pa- 
tients who discontinued therapy due to death, disease pro- 
gression or adverse experiences (22% and 13%, respectively; 
p = 0.25), the clinical outcome in patients treated with 
PROCRIT and placebo-treated patients appeared to be sim- 
ilar. Available data from animal tumor models and measure- 
ment of proliferation of solid tumor cells from clinical biopsy 
specimens in response to PROCRIT suggest that PROCRIT 
does not potentiate tumor growth. Nevertheless, as a 
growth factor, the possibility that PROCRIT may potentiate 
growth of some tumors, particularly myeloid tumors, cannot- 
be excluded. A randomized controlled Phase IV study is cur- 
rently ongoing to further evaluate this issue. 
The mean peripheral white blood cell count was unchanged 
following PROCRIT therapy compared to the corresponding 
value in the placebo-treated group. 
Surgery Patients 

Adverse events with an incidence of &10% are shown in the 
following table: 
[See table below] 

Thrombotic/vascular events: In three double-blind, 
placebo-controlled orthopedic surgery studies, the rate of 
deep venous thrombosis (DVT) was similar among Epoetin 
alfa and placebo-treated patients in the recommended pop- 
ulation of patients with a pretreatment hemoglobin of >10 
.to sl3 g/dL. 14 ' 16 '* 4 However, in 2 of 3 orthopedic surgery 
studies the overall rate (all pretreatment hemoglobin 
groups combined) of DVTb detected by postoperative ultra- 
sonography and/or surveillance venography was higher m 
the Epoetin alfa-treated group than in the placebo-treated 
group (11% vs. 6%). This finding was attributable to the de- 
ference in DVT rates observed in the subgroup of patients 
with pretreatment hemoglobin >13 g/dL. However, the inci- 
dence of DVTs was within the range of that reported in the 
literature for orthopedic surgery patients. 
In the orthopedic surgery study of patients with pretreat- 
ment hemoglobin' of > 10 to sl3 g/dL which compared two 
dosing regimens (600 U/kg weekly x 4 and 300 U/kg daily * 
15), four subjects in the 600 U/kg weekly PROCRIT group 
(5%) and no subjects in the 300 U/kg daily group had a 
thrombotic vascular event during the study period. 
In a study examining the use of Epoetin alfa in 182 P a ^jjf. 
scheduled for coronary artery bypass graft surgery, 23% ol 
patients treated jwith Epoetin alfa and 29% treated ^ 
placebo experienced thrombotic/vascular events. There were 
4 deaths among the Epoetin alfa-treated patients that were 
associated with a thrombotic/vascular event. A causa&je 
role of Epoetin alfa cannot be excluded. (See "WARNINGS 

OVERDOSAGE . 

The maximum amount of PROCRIT that can be safely a*** 
ministered in single or multiple doses has not been deter- 
mined. Doses of up to 1,500 Units/kg (T.I.W.) for three to 
four weeks have been administered without any direct tot» c 
effects of PROCRIT itself. 6 Therapy with PROCRIT can re- 
sult in polycythemia if the hematocrit is not carefully m" 0 ' 



DUCTMNFORMATION 



j end the dose appropriately adjusted. If the suggested 
^ range is exceeded, PROCRIT may be temporarily 
^hfild until the hematocrit returns to the suggested tar- 
2i£&g e ; PROCRIT therapy may then be resumed using a 



dTdbse (see "DOSAGE AND ADMINISTRATION"). If 
l^^themia is of concern, phlebotomy may be indicated to 
the hematocrit. 



AND ADMINISTRATION 

*?S» three times weekly (TJ.W.) have been shown to be 



^anic R enal Failure Patients 

doses of PROCRIT over the range of 50-100 



& and effective' in increasing hematocrit and eliminating 
^^sfusion dependency in patients with CRF (see "Clinical 
Snerience"). The dose of PROCRIT should be reduced as 



^hematocrit approaches 36% or increases by more than 4 
L^ts in any 2-week period. The dosage of PROCRIT must 
Ciodividualized to maintain the hematocrit within the 
jLgested target range. At the physician's discretion, the 
Rested target hematocrit range may be expanded to 
Xve maximal patient benefit. 

PROCRIT may be given either as an intravenous (TV) or 
(obcutaneous (SC) injection. In patients on hemodialysis, 
PROCRIT usually has been administered as dn IV bolus 
JrlW,). While the administration of PROCRIT is indepen- 
dent of the dialysis procedure, PROCRIT may be adminis- 
Led into the venous line at the end of the dialysis proce- 
dure to obviate the need for additional venous access. In pa- 
tents with CRF not on dialysis, PROCRIT may be given 
either as an IV or SC injection. 

Home hemodialysis patients who have been judged compe- 
tent by their physicians to self-ao>ninister PROCRIT with- 
out medical or other supervision may give themselves either 
gn IV or SC injection. The ,table below provides general 
therapeutic guidelines for patients.with CRF: 
[See table above] . 
During therapy, hematological parameters should be moni- 
tored regularly (see "Laboratory Monitoring"). 
Pre-Therapy Iron Evaluation: Prior to and during 
PROCRIT therapy, the patient's iron stores; including 
. traWerrin saturation (serum iron divided by iron binding 
capacity) and serum ferritin, should be evaluated. Transfer- 
rin saturation should be at least 20%, and ferritin should be 
at least 100 ng/mL. Virtually all patients will eventually re- 
quire supplemental iron to increase or maintain transferrin 
saturation to levels that will adequately support erythropoi- 
esis stimulated by PROCRIT. 

Dose Adjustment: Following PROCRIT therapy, a period 
of time is required for erythroid progenitors to mature and 
be released into circulation resulting in an eventual in- 
crease in hematocrit. Additionally, red blood cell survival 
time affects hematocrit and may vary due to uremia. As a 
result, the time required' to elicit a clinically significant 
change in hematocrit (increase or decrease) following any 
dose adjustment may be 2-6 weeks. 

Dose adjustment should not be made more frequently than 
once a month, unless clinically indicated. After any dose ad- 
justment, the hematocrit should be determined twice 
weekly for at least 2-6 weeks (see "Laboratory Monitoring"). 

• If the hematocrit is increasing and approaching 36%, the 
dose should be reduced to maintain the suggested target 
hematocrit range. If the reduced dose does not stop the 
rise in hematocrit, and it exceeds 36%, doses should be 
temporarily withheld until the hematocrit begins to de- 
crease, at which' point therapy should be reinitiated at a 
lower dose. 

• At any time, if the hematocrit increases by more than 4 
points in a 2-week period, the dose should be immediately 
decreased. After the dose reduction, the hematocrit should 
be monitored twice weekly for 2-6 weeks, and further dose 
adjustments should be made as outlined in "Maintenance 
Dose". 

• If a hematocrit increase of 5-6 points is hot achieved 
after an 8-week period and iron stores are adequate (see 
"Delayed or Diminished Response"), *~ the dose of 
PROCRIT may be incrementally increased. Further in- 
creases may be made at 4-6 week intervals until the de- 

' sired response is attained. 

Maintenance Dose: The maintenance dose must be indi- 
vidualized for each patient on dialysis. In the U.S. Phase III 
multicenter trial in patients on hemodialysis, the median 
maintenance dose was 75 Units/kg (T.I.W.), with a range 
from 12.5 to 525 Units/kg (T.I.W.). Almost 10% of the pa- 
tients required a dose of 25 Units/kg, or less, and approxi- 
mately 10% of the patients required more than 200 Units/kg 
(T.I.W.) to maintain their hematocrit in the suggested 
target range. 

If the hematocrit remains below, or falls below, the sug- 
gested target range, iron stores should be re-evaluated. If 
the transferrin saturation is less than 20%, supplemental 
iron should be administered. If the transferrin saturation is 
greater than 20%, the dose of PROCRIT may be increased. 
Such dose increases should not be made more frequently 
than once a month, unless clinically indicated, as the re- 
sponse time of the hematocrit to a dose increase can be 2-6 
weeks. Hematocrit should be measured twice weekly for 2-6 
weeks following dose increases. In patients with CRF not on 
dialysis, the maintenance dose must also be individualized. 
PROCRIT doses of 75-150 Units/kg per week have been 
shown to maintain hematocrits of 36-38% for up to 
6 months. 

Delayed or Diminished Response: Over 95% of patients 
with CRF responded with clinically significant increases in 
Hematocrit, and virtually all patients were transfusion- 
independent within approximately two months of initiation 
of PROCRIT therapy. 

If a patient fails to respond or maintain a response, other 
etiologies should be considered and evaluated as clinically 
indicated. (See "PRECAUTIONS'* section for discussion of 
delayed or diminished response.) 
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Zidovudine-troated HIV-infected Patients 

Prior to beginning PROCRIT, it is recommended that the 
endogenous serum erythropoietin level be determined (prior 
to transfusion). Available evidence suggests . that patients 
receiving zidovudine with endogenous serum erythropoietin 
levels > 500 mUnits/mL are unlikely to respond to therapy 
with PROCRIT. 

Starting Dose: For patients with serum erythropoietin lev- 
els :£ 500 mUnits/mL who are receiving a dose of zidovudine 
s 4,200 mg/week, the recommended starting dose . of 
PROCRIT is 100 Units/kg as an intravenous or subcutane- 
ous injection three times weekly (T.I.W.) for 8 weeks. 
Increase Dose: During the dose adjustment phase of ther- 
apy, the hematocrit should be monitored weekly. If the re- 
sponse is not satisfactory in terms of reducing transfusion 
requirements or increasing hematocrit after 8 weeks of 
therapy, the dose of PROCRIT can be increased by 
50-100 Units/kg (T.I.W.). Response should be evaluated ev- 
ery 4-8 weeks thereafter and the dose adjusted accordingly 
by 50-100 Units/kg increments (T.I.W.). If patients have not 
responded satisfactorily to a PROCRIT dose of 300 Units/kg 
(T.I.W.), it is unlikely that they will respond to higher doses 
of PROCRIT. 

Maintenance Dose; After attainment of the desired re- 
sponse (i.e., reduced transfusion requirements or increased 
hematocrit), the dose of PROCRIT should be titrated to 
maintain the response based on factors such as variations in 
zidovudine dose and the presence of intercurrent infectious 
or inflammatory episodes. If the hematocrit exceeds 40%, 
the dose should be discontinued until the hematocrit drops 
to 36%. The dose should be reduced by 25% when, treatment 
is resumed and then titrated to maintain tho desired 
hematocrit. 

Cancer Patients on Chemotherapy 

Baseline endogenous serum erythropoietin levels- varied 
among patients in these trials with approximately 75% 
(N=83/110) having endogenous serum erythropoietin levels 
< 132 mUnits/mL, and approximately 4% (N =4/1 10) of pa- 
tients having endogenous serum erythropoietin levels > 500 
mUnits/mL. In general, patients with lower baseline serum 
erythropoietin levels responded more vigorously to 
PROCRIT than patients with higher erythropoietin levels. 
Although no specific serum erythropoietin level can be stip- 
ulated above which patients would be unlikely to respond to 
PROCRIT therapy, treatment of patients with grossly ele- 
vated serum erythropoietin levels (e.g., > 200 mUnits/mL) is 
not recommended. The hematocrit should be monitored on .a 
weekly basis in patients receiving PROCRIT therapy until 
hematocrit becomes stable. 

Starting Dose: The recommended starting dose of 
PROCRIT is 150 Units/kg subcutaneously (T.I.W.). 
Dose Adjustment: If the response is not satisfactory in 
terms of reducing transfusion requirements or increasing 
hematocrit after 8 weeks of therapy, the dose of PROCRIT 
can be increased up to 300 Units/kg (T.I.W.). If patients have 
not responded satisfactorily to a PROCRIT dose of 300 
Units/kg (T.I.W.), it is unlikely that they will respond to 
higher doses of PROCRIT. If the hematocrit exceeds 40%, 
the dose of PROCRIT should be withheld until the hemato- 
crit falls to 36%. The dose of PROCRIT should be reduced by 
25% when treatment is resumed' and titrated to maintain 
the desired hematocrit. If the initial dose *of PROCRIT in- 
cludes a very rapid hematocrit response (e.g., an increase of 
more than 4 percentage points in any 2-week period), the 
dose of PROCRIT should be reduced. 
Surgery Patients ^ 
Prior to initiating treatment with PROCRIT a hemoglobin 
should be obtained to establish that it is > 10 to :Sl3 g/dL. 4 
The recommended dose of PROCRIT is 300 U/kg/day subcu- 
taneously for 10 days before surgery, on the day of surgery, 
and for 4 days after surgery. 14 

An alternate dose schedule 'is 600 U/kg PROCRIT subcuta- 
neously in once weekly doses (21, 14 and 7 days before sur- 
gery) plus a fourth dose on day of surgery. 15 
All patients should receive adequate iron supplementation. 
Iron supplementation should be initiated no later than the 
beginning of treatment with PROCRIT and should continue 
throughout the course of therapy. 

PREPARATION AND ADMINISTRATION OF 
PROCRIT 

1. DO NOT SHAKE* It is not necessary to shake PROCRIT. 
Prolonged vigorous shaking may denature any glycoprotein, 
rendering it biologically inactive. 

2. Parenteral drug products should be inspected visually for 
particulate matter and discoloration prior to adrninistra- 
tion. Do not use any vials exhibiting particulate matter or 
discoloration. 

3. Using aseptic techniques, attach a sterile needle to a ster- 
ile syringe. Remove the flip top from the vial containing 



PROCRIT, and wipe the septum with a disinfectant. Insert 
the needle into the vial, and withdraw into the springe an 
appropriate volume of solution. 

4. Single-dose 1 mL vial contains no preservative. Use one 
dose per vial; do not re-enter vial. Discard unused portions; 
Muttidose 1 mL and 2 mL vials contain preservative. Store 
at 2 to 8'C after initial entry and between doses. Discard 21 
days after initial entry. 

5. Do not dilute or administer in conjunction with other 
drug solutions. However, at the time of subcutaneous ad- 
niinistration, preservative-free PROCRIT from single-use 
vials may be admixed in a syringe with bacteriostatic 0.9% 
sodium chloride injection, USP, with benzyl alcohol 0.9% 
(bacteriostatic saline) at a 1:1 ratio using aseptic technique. 
The benzyl alcohol in the bacteriostatic saline acts as a local 
anesthetic which may ameliorate subcutaneous injection 
site discomfort. Admixing is not necessary when using the 
multidose vials of PROCRIT containing benzyl alcohol. . 

HOW SUPPLIED 

PROCRIT, containing Epoetin alfa, is available in vials con- 
taining color coded labels. 

1 mL Single-Dose, Preservative-Free Solution 

Each dosage form is supplied in the following packages: 
Cartons containing six (6) single-dose vials: 

2,000 Units/mL (NDC 59676-302-01) (Purple) 
3,000 Units/mL (NDC 59676-303-01) (Magenta) 
4,000 Units/mL (NDC 59676-304-01) (Green) 
10,000 Units/mL (NDC 59676-310-01) (Red) 
Cartons containing four (4) single-dose vials: 

40,000 Units/mL (NDC 59676-340-01) (Orange) 
Trays containing twenty-five (25) single-dose vials: 
2,000 Units/mL (NDC 59676-302-02) (Purple) 
3,000 Units/mL (NDC 59676-303-02) (Magenta) 
4,000 Units/mL (NDC 59676-304-02) (Green) 
10,000 Units/mL (NDC 59676-310-02) (Red) 

2 mL Multidose, Preserved Solution 
Cartons containing six (6) multidose vials: 

10,000 Units/mL (NDC 59676-312-01) (Blue) 
l<mL Multidose, Preserved Solution 
Cartons containing six (6) multidose vials: 

20,000 Units/mL (NDC 59676-320-01) (Lime) 

STORAGE 

Store at 2* to 8" C (36° to 46° F). Do hot freeze or shake. 
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INFORMATION FOR HOME DIALYSIS PATIENTS 
What is PROCRIT and how does it work? 

PROCRIT is a copy of human erythropoietin, a hormone 
produced primarily by healthy kidneys. PROCRIT replaces 
the erythropoietin that the failed kidneys can no longer pro- 
duce, and signals the bone marrow to make the oxygen- 
carrying red blood cells once again. PROCRIT is produced in 
mammalian cells that have been genetically altered by the 
addition of a gene of the natural substance erythropoietin 
How should I take PROCRIT7 

In those situations where your doctor has determined that 
you, as .a home dialysis patient, can' self-administer 
PROCRIT, you will receive instruction on how much 
PROCRIT to use, how to inject it, how often you should in- 
ject it, and how you should dispose of the unused portions of 
each vial. 

You will be instructed to monitor your blood pressure care- 
fully everyday and to report any, changes, outside of the 
guidelines that your doctor has given you. When the num- 
ber of red blood cells 'increases, your blood pressure can also 
increase, so your doctor may prescribe some new or addi- 
tional blood pressure medication. Be sure to follow your doc- 
tor's orders. You may also be instructed to have certain lab- 
oratory tests, such as additional hematocrit or iron level 
measurements, done more frequently. You may be asked to 
report these tests to your doctor or dialysis center. Also, 
your doctor may prescribe additional iron for you to take. Be 
sure to comply with your doctor's orders. 
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Continue to check your access, as your doctor or nurse has 
shown you, to make sure it is working. Be sure to let your 
health care professional know right away if there is a 
problem. 

Allergy to PROCRIT 

" Patients occasionally experience redness, swelling, or itch- 
ing at the site of injection of PROCRIT. This may indicate 
an allergy to the components of PROCRIT, or it may indi- 
cate a local reaction. If you have a local reaction, consult 
your doctor. A potentially more serious reaction would be a 
generalized allergy to PROCRIT, which could cause a rash 
oyer the whole body, shortness of breath, wheezing, reduc- 
tion in blood pressure, fast pulse, or sweating. Severe cases 
of generalized allergy may be life-threatening. If you think 
you are having a generalized allergic reaction, stop taking 
PROCRIT and notify a doctor or emergency medical person- 
nel immediately. 

How will I know If PROCRIT is working? 

The effectiveness of PROCRIT is measured by the increase 
in hematocrit (the amount of red blood cells in the blood) 
that results from PROCRIT therapy. The rise in hematocrit 
is not immediate. It usually takes about 2-6 weeks before 
the hematocrit starts to rise. The amount of time it takes 
and the dose of PROCRIT that is needed to make the he- 
matocrit increase, varies from patient to patient. 
What is the most important information I should, k now 
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about PROCRIT and CHRONIC RENAL FAILURE? 

PROCRIT has been prescribed for you by your doctor be- 
cause you: * - 

1. Have anemia due to your kidney disease. 

2. Are able to dialyze at home. 

3. Have been determined to be able to administer 
PROCRIT without direct medical or other supervision. 

A lack of energy or feeling of tiredness is the major symptom 
of anemia. Additional symptoms include shortness of 
breath, chest pain, and feeling cold all the time. The reason 
for these symptoms is that there is a lack of red blood cells. 
Red blood cells carry oxygen, which is important for all of 
the body's functions. When there are fewer red blood cells, 
the body does not get all the oxygen it needs. 
Kidneys remove toxins from the blood; they also measure 
the amount of oxygen in the blood. If tfiere is not enough 
oxygen, the kidneys will produce a hormone called erythro- 
poietin. Erythropoietin is released into the bloodstream and 
travels to the bone marrow where red blood cells are made. 
Erythropoietin signals the bone marrow to make more 
oxygen-carrying red blood cells. 

As the kidneys fail, they, stop cleansing toxins from your 
blood. They also make less erythropoietin than they should. 
Therefore, the bone marrow does not receive a strong* 
enough signal to make the oxygen-carrying red blood cells. 
Fewer red blood cells are produced so the muscles, brain, 
and other parts of the body do not get the oxygen they need 
to function properly. 

Most patients treated with PROCRIT no longer need blood 
transfusions. However, certain medical conditions, or unex- 
pected blood loss, may result in the need for a transfusion. 
What d o I need to know if I am giving myself PROCR IT 
injections? 

When you receive your PROCRIT from the dialysis center, 
doctor's office or home dialysis supplier, always check to see 
that: 

1. The name PROCRIT appears on the carton and vial 
label. 

2. You will be able to use PROCRIT before the expiration 
date stamped on the package. 

The PROCRIT solution in the vial should always be clear 
and colorless. Do not use PROCRIT if the contents of the 
vial appear discolored or cloudy, or if the vial appears to con- 
tain lumps, flakes, or particles. In addition, if the vial has 
been shaken vigorously, the solution may appear to be 
frothy and should not be used. Therefore, care should be 
taken not to shake the PROCRIT vial vigorously before use. 
Unless you have been prescribed Multidose PROCRIT 
(1 mL or 2 mL vials with a big "M" on the label, each con - 
taining a t otal of 20.000 Units of PROCRIT), vialFof 
PROCRIT are for sin gle use. Any unused portion of a vial 
should no t be used. However, Multidose PROCRIT may be 
stored in the refrigerator between doses for up to 21 days. 
and can b e used for multiple doses. Follow your dialysis cen- 
ter's instructions on what to do with the used vials. 
How should 1 store PROCRIT? 

PROCRIT should be stored in the refrigerator, but not in 
the freezing compartment. Do not let the vial freeze and do 
not leave it in direct sunlight. Do not use a vial of PROCRIT 
that has been frozen or after the expiration date that is 
stamped on the label. If you have any questions about the 
safety of a vial of PROCRIT that has been subjected to tem- 
perature extremes, be sure to check with your dialysis 
unit staff. 

Always use the correct syringe. 

Your doctor has instructed you on how to give yourself the 
correct dosage of PROCRIT. This dosage will usually be 
measured in Units per milliliter or cc's. It is important to 
use a syringe that is marked in tenths of milliliters (for ex- 
ample, 0.2 mL or cc). Failure to use the proper syringe can 
lead to a mistake in dosage, and you may receive too much 
or too little PROCRIT. Too little PROCRIT may not be effec- 
tive in increasing your hematocrit, and too much PROCRIT 
may lead to a hematocrit that is too high. Only use dispos- 
able syringes and needles as they do not require steriliza- 
tion; they should be used once and disposed of as instructed 
by your doctor. 



IMPORTANT; TO HELP AVOID CONTAMINATION 
POSSIBLE INFECTION, FOLLOW THESE INSTRUCT!? 0 
EXACTLY, ' "°*ts 

PREPARING THE DOSE 

1. Wash your hands 
thoroughly with soap and 
water before preparing 
the medication. 

2. Check the date on the 
PROCRIT vial to be sure 
that the drug has 
not expired. 



3. Remove the vial of 
PROCRIT from the 
refrigerator and allow it 
to reach room temperature. 
Each PROCRIT vial is 
to be used only 



designed t 

once; do not reenter the 
vial . It is not necessary 
to shake PROCRIT. 
Prolonged vigorous shak- 
ing may damage the prod- 
uct. Assemble the other 
supplies you will need for 
your injection. 
4. Hemodialysis patients 
should wipe off the venous 
port of the hemodialysis 
tubing with an antiseptic 
swab. Peritoneal dialysis 
patients should cleanse the 
skin with an antiseptic 
swab where the injection 
is to be made. 



5. Flip off the red 
protective cap but do not 
remove the gray rubber 
stopper. Wipe the top of 
the gray rubber stopper 
with an antiseptic swab. 



6. Using a syringe and 
needle designed for 
subcutaneous injection, 
draw air into the syringe 
by pulling back on the 
plunger. The amount of 
air should be equal to 
your PROCRIT dose. 



7. Carefully remove the 
needle cover. Put the 
needle through the gray 
rubber stopper of the 
PROCRIT vial. 

8. Push the plunger in to 
discharge air into the vial. 
The air injected into the 
vial will allow PROCRIT 
to be easily withdrawn 
into the syringe. 

9. Turn the vial and 
syringe upside down in 
one hand. Be sure the tip 
of the needle is in the 
PROCRIT solution. Your 
other hand will be free to 
move the plunger. Draw 
back on the plunger slowly 
to draw the correct dose 
of PROCRIT into the 
syringe. 








.10. Check for air bubbles. The air is harmless, but too large 
an air bubble will reduce the PROCRIT dose. To remove air 
bubbles, gently tap the syringe to move the air bubbles to 
the top of the syringe, then use the plunger to push the.so- 
lution and the air back into the vial. Then remeasure your 
correct dose of PROCRIT. 

11. Double check your dose. Remove the needle from the 
vial. Do not lay the syringe down ot allow the needle to 
touch anything. 

INJECTING THE DOSE 

Patients on home hemodialysis using the Intravenous in- 
jection route: 
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.^grt the needle of 
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« gBinove the syringe and 
\ oose of the whole unit. ' 
5 disposable syringe 
Notice. Dispose of 
JJJLesand needles as 

Sd by y our doctor, ■ 

J: following 1 these . . 

triple steps: . ^ 
pj a ^e all used needles and syringes in a hard plastic con- 
fer with a screw-on-cap, or a metal container with a 
Jastic lid, such as a coffee can properly labeled as to con- 
tent If a metal container is used, cut a small hole in the 
plastic lid and tape the lid to the metal container. If a 
{jard-plastic container is used,. always screw the cap on 
tightly after each use. When the container is full, tape 
around the cap or lid, and dispose of according to your 
doctor's instructions. 

_ Do not use glass or clear plastic containers, or any con- 

*"" that will be recycled or returned to a store. 

— Alway 8 store the container out of the reach of. children. 

Z- Please check with your doctor, nurse, or pharmacist for 

" other suggestions. There may be special state and local 
laws that they will discuss with you. • 

Patients on home peritoneal dialysis or home hemodialysis 

using the subcutaneous route; 

I with one hand, stabilize 

the previously cleansed 

skin by spreading it or by 

pinching up a large area 

with your free hand. 

2. Hold the syringe with 

the other hand, as you 

would a pencil. Double 

check that the correct 

amount of PROCRIT is in 

the syringe. Insert the 

needle straight into the skin 

(90 degree angle). Pull the plunger back slightly. If blood 
comes into the syringe, do not inject PROCRIT, as the 
needle has entered a blood vessel; withdraw the syringe and 
inject at a different site. Inject the PROCRIT by pushing the 
plunger all the way down. 




3. Hold an antiseptic swab near the needle and pull the 
needle straight out of the skin. Press the antiseptic swab 
over the injection site for several seconds. 

4. Use the disposable syringe only once. Dispose of sy- 
ringes and needles as directed by your doctor, by following 
these simple steps: 

— Place all used needles and syringes in a hard plastic con- 
tainer with a screw-on-cap, or a metal container with a 
plastic lid, such as a coffee can properly labeled as to con- 
tent. If a metal container is used, cut a small hole in the 
plastic lid and tape the lid to the metal container. If a 
hard-plastic container is used, always screw the cap on 
tightly after each use. When the container is full, tape 
around the cap or lid, and dispose of according to your 
doctor's instructions. 

— Do not use glass or clear plastic containers, or any con- 
tainer that will be recycled or returned to a store. 

— Always store the container out of the reach of children. 

— Please check with your doctor, nurse, or pharmacist for 
other suggestions. There may be special state anil local 
laws that they will discuss with you. 

5. Always change the site 
*°r each injection as di- 
rected. Occasionally a 
problem may develop at 
the" injection site. If you 
notice a lump, swelling, or 
bruising that doesn't go 
**ay, contact your doctor. 

may wish to record 

site just used so that 
you can keep track. 
jjgAG EJN PREGNANCY ■' 

J£you are pregnant or nursing a baby, consult your doctor 
«/ore using PROCRIT. . 
igg ORTANT NOTES 

^ceyou are a home dialysis patient and your doctor allows 
to self-administer PROCRIT, please note the following: 
}• Always follow the instructions of your doctor concerning 
J* 6 dosage and administration of PROCRIT. Do not change 
* 6 dose or instructions for administration of PROCRIT 
^thout consulting your doctor. . 

^You r doctor will tell you what to do if you miss a dose of 
PROCRIT. Always keep a spare syringe and needle on hand. 




3. Always consult your doctor if you notice anything un- 
usual about your condition or your use of PROCRIT. 
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SPORANOX® 

[spdr-a'ndx] 

(itraconazole) INJECTION 



WARNING: . Coadministration of terfenadine, astemi- 
zole, and cisapride with SPORANOX® (itraconazole) 
Capsules, Oral Solution or Injection is contraindicated. 
SPORANOX® is a potent inhibitor of the cytochrome 
P450 3A4 enzyme system and may raise plasma concen- 
trations of drugs metabolized by this pathway. Serious 
cardiovascular events, including death, ventricular 
tachycardia, and torsades de pointes have occurred in 
patients taking itraconazole, concomitantly with ter- 
fenadine or cisapride, which are metabolized by the cy- 
tochrome P450 3A4 system. See CONTRAINDICA- 
TIONS, WARNINGS, and PRECAUTIONS: Drug Inter- 
actions for more information. 



DESCRIPTION 

For intravenous infusion (NOT FOR IV BOLUS INJECTION) 

SPORANOX® is the brand name for itraconazole, a syn- 
thetic triazole antifungal agent. Itraconazole is a 1:1:1: J ra- 
cemic mixture of four diastereomers (two enantiomeric 
pairs), each possessing three chiral centers. It may be rep- 
resented by the following structural formula and nomencla- 
ture: 

(±)-l-[(R*)-sec-butyl]-4-[£-[4-[El[(2R*,4S*)-2-(2,4-dichlo- 

rophenyTj-2-TIH-l,2,4-triazoia-ylmeIhyin,3-dipxolan-4-yl- 

Jmethoxylphenyll - 1-piperazinyl] phenyl]-A - i,2,4-triazolin- 

5-one mixture with ( ± )- 1- [(R*)-sec-butyI] -4- [p- [4- 

[£[t2S*,4R*)-2-(2,4-dichlorophenyl)-2-(lH-l,2,4-triazol-l- 

ylmethyl)-l,3-dioxolan-4 i yl]methoxy3phenyl]-l- 

piperazinyl]- 

phenyl] - A - 1 ,2 ,4-triazolin-5-one 
or 

(i)-l-KP^*)-sec-butyl]-4-[E-[4-[p_[[(2R*,4S)-2-(2,4-dichlo- ' 
rophenyl)-2-(lH-l,2,4-triazol-l-ylmethyl)-l 3-dioxolan-4-yl- 
]methoxy)phenyl]-l-piperazinyl]phenyl]-A i -l,2,4-triazolin- 
5-one 

Itraconazole has a molecular formula of C 35 H 38 C1 2 N S 04 and 
a molecular weight of 705.64. It is a white to slightly yel- 
lowish powder. It is insoluble in water, very slightly soluble 
in alcohols, and freely soluble in dichloromethane. It has a 
pKa of 3.70 (based on extrapolation of values obtained from 
methanolic solutions) and a log (n-octanol/water) partition 
coefficient of 5.66 at pH 8. 1. 

SPORANOX® (itraconazole) Injection is a sterile pyrogen- 
free clear, colorless to slightly yellow solution for intrave- 
nous infusion. Each mL contains 10 mg of itraconazole, sol- 
ubilized by hydroxypropyl-p-cyclodextrin (400 mg) as a mo- 
lecular inclusion complex, with 3.8 uL hydrochloric acid, 25 
uL propylene glycol, and sodium hydroxide for pH adjust- 
ment to 4,5, in water for injection. SPORANOX® Injection 
is packaged in 25 mL colorless glass ampules, containing 
' 250 mg of itraconazole, contents of which are diluted in"50 
mL 0.9% Sodium Chloride Injection, USP (Normal Saline) 
prior to infusion.. When properly administered, contents of 
one ampule will supply 200 mg of itraconazole. 
CLINICAL PHARMACOLOGY 

Pharmacokinetics and Metabolism: NOTE: The plasma 
concentrations reported below were measured by high per- 
formance liquid chromatography (HPLC) specific for itra- 
conazole. When itraconazole in plasma is measured by a 
bioassay, values reported may be higher than those ob- 
tained by HPLC due to the presence of the bioactive metab- 
olite, hydroxyitraconazole. (See MICROBIOLOGY.) 
The pharmacokinetics of SPORANOX® (itraconazole) Injec- 
tion (200 mg b.i.d. for two days, then 200 mg q.d. for five 
days) followed by oral dosing of SPORANOX® Capsules 
were studied in patients with advanced HIV infection. 
Steady-state plasma concentrations were reached after the 
fourth dose for itraconazole and by the seventh dose for hy- 
droxyitraconazole. Steady-state plasma concentrations were 
maintained by administration of SPORANOX® Capsules, 



200 mg b.i.d. Pharmacokinetic parameters for itraconazole 
and hydroxyitraconazole are presented in the table below: 
[See table below) 

The estimated mean iSD half-life at steady state of itra- 
conazole after intravenous infusion was 35;4 i 29.4 hours. 
In previous studies, the mean elimination half-life for itra- 
conazole at steady state after daily, oral administration of 
100 to 400 mg was 30—40 hours. Approximately 93-101% of 
hydroxypropyl-p-cyclodextrin. was excreted unchanged in 
the urine within 12 hours after dosing." ■ 
The plasma protein binding of itraconazole is 99.8% and 
that of hydroxyitraconazole is 99.5%. Following intravenous 
administration, the volume of distribution of itraconazole 
averaged 796 ± 185 L. 

Itraconazole is extensively metabolized resulting in the for- 
mation of several metabolites including hydroxyitracona- 
zole, the major metabolite. Results of a pharmacokinetics 
study suggest that itraconazole may undergo saturable me- 
tabolism with multiple dosing. Fecal excretion of the parent 
drug varies between 3-18% of the dose. Renal excretion of 
the parent drug is less than 0.03%.of the dose. About 40% of 
the dose iB excreted as inactive metabolites in the urine. No 
single excreted metabolite represents more than 5% of a 
dose. Itraconazole total plasma clearance aveiraged 381 ± 
95 mL/min following intravenous administration. Approxi- 
mately 80-90% of hydroxypropyl-p-cyclodextrin is elimi- 
nated through the kidneys. 
Special populations: 

Renal Insufficiency: Plasma concentrations of itraconazole . 
in patients with mild to moderate renal insufficiency were 
comparable to those obtained in healthy subjects. The ma- 
jority of the 8-gram dose of . hydxoxypropyl-B-cydodextrin . 
was ehminated in the urine during the 120-hour, collection 
period in normal subjects and in patients with mild to se- 
vere renal insufficiency. Following a single intravenous dose 
of 200 mg to subjects with severe renal impairment (creat- 
inine clearance =s 19 mL/minute), clearance of hydroxypro- 
pyl-B-cyclodextrin was reduced six-fold compared with sub- 
jects with normal renal function. SPORANOX® Injection 
should not be used in patients with creatinine clearance 
< 30 mL/min. 

Hepatic Insufficiency: The effect of hepatic impairment on 
plasma concentrations of itraconazole is unknown. It is rec- 
ommended that patients with hepatic impairment be care- 
fully monitored when taking itraconazole. 

MICROBIOLOGY 

Mechanism of Action: In vitro studies have demonstrated 
that itraconazole inhibits the cytochrome. P-450-dependent 
synthesis of ergosterol, which is a vital component of fungal 
cell membranes. 

Activity in vitro and in vivo: Itraconazole exhibits in vitro 
activity against Blastomyces dermatitidis, Histoplasma cap- 
sulatum, Histoplasma duboisii, Aspergillus flav'us, Aspergil- 
lus fumigatus, Candida albicans and Cryptococcus neofor- 
mans. Itraconazole also exhibits varying in vitro activity 
against Sporothrix schenckii, Trichophyton spp., Candida 
krusei and other Candida spp. The bioactive metabolite, hy- 
droxyitraconazole, has not been evaluated against Histo- 
plasma capsulatum and Blastomyces dermatitidis. Correla- 
tion between in vitro minimum inhibitory concentration 
(MIC) results and clinical outcome has yet to be established 
for azole (antifungal agents. 

Itraconazole administered orally was active in a variety of 
animal models of fungal infection using standard laboratory 
strains of fungi. Fungistatic activity has been demonstrated 
against disseminated fungal infections caused by Blastomy- 
ces dermatitidis, Histoplasma duboisii, Aspergillus fumiga- 
tus, Coccidioides immitis, Cryptococcus neoformans, Para- 
coccidioides brasiliensis, Sporothrix schenckii, Trichophyton 
rubrum and Trichophyton mentagrophytes. 
Itraconazole administered at 2.5 mg/kg and 5.0 mg/kg via 
the oral and parenteral routes increased survival rates and 
sterilized organ systems in normal and immunosuppressed 
guinea pigs with disseminated Aspergillus fumigat us infec- 
tions. Oral ^itraconazole administered daily at 40 mg/kg * 
and 80 mg/kg increased survival rates in normal rabbits 
with disseminated disease and immunosuppressed rats 
with pulmonary Aspergillus fumigatus infection, respec- 
tively. Itraconazole has demonstrated antifungal activity in 
a variety of animal models infected with Candida albicans 
and other Candida species. 

Resist grace: Isolates from several fungal species with de- 
creased susceptibility to. itraconazole have been isolated in 
vitro and from patients receiving prolonged therapy. 
Several in vitro studies have reported that some fungal clin- 
ical isolates, including Candida species, with reduced sus- 
ceptibility to one azole antifungal agent may also be less 
susceptible to other azole derivatives/ The finding of cross- 
resistance is dependent upon a number of factorsj including 
the species evaluated, its clinical history, the particular 

Continued on next page 



Parameter 


Injec 
Da 
n = 

itraconazole 


,tion 

y7 

29 

hydroxyitraconazole 


Capsules, 2 
Daj 
n = 

itraconazole 


00 mg b.i.d, 
36 
12 

hydroxyitraconazole 


■ C.^ (ng/mL) . 


2856 ± 866* 


1906 ± 612 


2010 ± 1420 . . 


2614 ± 1703 


W(hr) 


1.08 ± 6.14 


. 8.53 ± 6.36 


3.92±1.83 


5.92 ± 6.14 


AUC^uh (ng-h/mL) 






18768 ± 13933 


28516 ± 19149 


AUCo_ 2 4h (ng-h/mL) 


30605 ± 8961 


42445 ± 13282 







♦mean ± standard deviation 



Consult 2000 PDR* supplements end future editions for revisions 
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